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When 
nourishment 


is the main problem. .. 


Branop’s Essence is a firs*class protein of animal origin. 
Being partly -hydrolized, it is capable of easy ingestion, 
digestion and absorption. It is extremely palatable, and 
may be taken either as a jelly or as a liquid. It helps to 
support convalescence and assists in restoring a positive 
nitrogen balance. 

The major indications for the administration of Brand’s 
Essence are loss of appetite during fatigue, acute infections, 
and dysphagia or digestive disturbances due to organic or 
bacterial lesions of the mouth, oesophagus and alimentary 
tract, and after surgical procedures. 

The addition of Brand’s Essence to low residue and weight- 
reducing diets is especially appreciated by the patient. 








__ Brand’s Essence 


(BEEF OR CHICKEN) 















































It depends what 
you mean by ‘Banking’ 


OF COURSE we safeguard 
money and cash cheques. But we 
go further. We maintain specialist 
departments whose functions, al- 
though not ‘banking’ in the usual 
sense, can nevertheless be used to 
very good purpose. .These depart- 
ments will, for example, act as an 
Executor, help with a customer’s 
Income Tax problems, obtain cur- 
rency for foreign travel. They will 
do many more things besides.. But 
the moral of this multiplicity of 
functions is simply this: if you 
have any problem of finance or 
business, the chances are that we 
can help you deal with it. And 
that is what we mean by ‘banking’. 
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*K iT 1S NOT SAFE TO BUY SHOES 


FOR CHILDREN UNLESS THEY 
ARE CORRECTLY FITTED 





Clarks. special Footgauge 
measures forlength, breadth 
and girth, indicating the 
exact length (with extra 
room at the toe)—and 
width of shoe needed. 
Clarks Shoes are made in - 
various widths to every 
size to ensure perfect fit. 


CHILDREN’S 


give a promise of 
healthy feet 
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Zdpla Strapping is a first class oniihiakine salted 
use. Very strong cloths, the mass is powerfully ad- 
hesive. White and Flesh Cloths, alsoon ElasticCioth. 












‘LOPLA- BAND 


Zopla-Band, Elastic Adhesive Bandage, ideal — 
where elasticity is essential. ; 
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THE TREATMENT OF PULMONARY TUBERCULOSIS WITH ISONIAZID 


AN INTERIM REPORT TO THE MEDICAL RESEARCH COUNCIL BY THEIR TUBERCULOSIS 
CHEMOTHERAPY TRIALS COMMITTEE* 


In February, 1952, preliminary announcements were 
made in the American press concerning the effects of 
isonicotinic acid hydrazide (now termed isoniazid) in 
clinical tuberculosis. The announcements were followed 
by medical statements concerning the experimental and 
clinical evidence of this drug’s action on tuberculous 
infection. In view of the impressive nature of the evi- 
dence, the Medical Research Council appointed a Tuber- 
culosis Chemotherapy Trials Committee to plan trials 
of the new drug, and selected hospitals were invited to 
co-operate. In March a clinical trial in pulmonary 
tuberculosis was begun under the auspices of the Com- 
mittee. The isoniazid used for the trial was supplied as 
“ nydrazid ” by E. R. Squibb and Sons. 

At the suggestion of Professor Bradford Hill, it was 
decided from the outset that observations would be 
returned monthly from the co-operating hospitals and 
analyses of results made from week to week, so that 
important evidence could become rapidly available. 
The following is the first interim report to be made on 
the trial, which is still in progress. 

The work reported here was carried out in 39 hospi- 
tals ; the list of hospitals, and the names of the co-oper- 
ating clinicians and pathologists, are given at the end of 
the report. The trial was co-ordinated by Drs. Marc 
Daniels and Wallace Fox, of the Council’s Tuberculosis 
Research Unit ; they are also responsible for the analysis 
of results and preparation of the report, with statistical 
advice and assistance from Professor Bradford Hill and 
Dr. Ian Sutherland, of the Council’s Statistical Research 
X-ray assessments were made by Drs. L. G. Blair 
and G. Simon. 


Plan and Conduct of the Trial 


Thanks to experience acquired in the first controlled 
trials of chemotherapy in tuberculosis (Medical Research 
Council, 1948, 1950, 1952), it was possible to organize 
the present trial rapidly, though on somewhat different 
lines from its predecessors. It was decided that the 
basic principle should remain the same—namely, the 
comparison of results in different treatment groups to 
which cases had been randomly allocated, the groups 
being observed concurrently. It was also decided that 
the effectiveness of the new drug should be measured 
against that of the best known chemotherapy—namely, 
streptomycin plus P.A.S. On the other hand, certain 
features of the new drug called for changes from the 
procedures previously employed. The drug was easily 
manufactured, and obviously would soon become widely 
available ; and it was easier to administer than the other 





*Members of the Committee : Sir Geoffrey Marshall (chairman), 
Professor J. W. Crofton, Professor R. Cruickshank, Dr. Marc 
Daniels, Dr. J. E. Geddes, Professor F. R. G. Heaf, Professor 
A. Bradford Hill, Dr. J. V. Hurford, Dr. D. A. Mitchison, Dr. 
W. D. M. Paton, Dr. J. G. Scadding, Dr. Norman Smith, Dr. 
P. D’Arcy Hart (secretary). 


known anti-tuberculosis drugs. These factors, ‘added to 
the striking results reported from America, would almost 
certainly lead to extensive use of the drug within a short 
time. It was essential, therefore, that information con- 
cerning its efficacy be obtained rapidly. To this end, 
the results had to be constantly reviewed as they became 
available, and the number of cases had to be much 
larger than in the previous trials. 

These large numbers were reached by enlisting the 
co-operation of many more areas and hospitals than had 
been concerned in the previous trials, and by including 
several different types of case. These are described below. 

After acceptance for the trial, the determination of the 
treatment for each case was made by reference to pre- 
arranged lists based upon random sampling numbers 
(drawn up in the Statistical Research Unit for each of 
the subgroups mentioned later and for each hospital) ; 
for some of the large hospitals, series of sealed envelopes 
were prepared by the Tuberculosis Research Unit from 
these lists, so that the treatment allocated could be deter- 
mined on the spot; for the others, and for all cases in 
Group 1 (described below), the treatment was indicated 
from lists held confidentially by the Tuberculosis 
Research Unit. 

After admission to the trial, each patient was kept 
under observation for at least one week before the 
allotted treatment was begun; during that week all 
the prescribed preliminary examinations were made. 
Clinical observations were entered on standard record 
forms designed specifically for this trial. For each 
case, at the end of one month after the beginning 
of treatment, the clinician sent to the Tuberculosis 
Research Unit a report giving the previous history of the 
case, the results of examination on admission and at the 
end of one month, and his assessment of the patient’s 
progress. Subsequently, he sent reports on the patient's 
condition at two months and at three months; later 
reports will be due at six months. These reports were 
made on forms sent to the clinicians a week before the 
monthly examination of a patient was due. The regu- 
larity and promptitude with which these forms have been 
returned have made possible a continual analysis since 
the end of the first month after the start of the trial. At 
the end of three months’ treatment the chest x-ray films 
were sent to the Tuberculosis Research Unit for inde- 
pendent assessment. The results for the 331 patients 
whose treatment for the trial started before June 1, 1952, 
and who, therefore, by the end of August, 1952, had com- 
pleted at least three months’ treatment, were considered 
sufficiently important to warrant this interim report. 


“Type of Case . 

Basic requirements for all cases before acceptance were laid 
down as follows: (1) At the start of treatment the case must 
be bacteriologically (T.B.) positive ; there must be either a 
positive direct smear from a sputum specimen taken within 
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the previous two weeks, or a positive culture derived from 
a specimen taken not more than two months previously. 
(2) At the start of treatment the tubercle bacilli must not, 
so far as is known, be streptomycin-resistant or P.A.S.- 
resistant. (3) The patient must not have had more than 
15 g. streptomycin and/or 300 g. P.A.S. within the previous 
three months. (4) The patient must not be undergoing 
pneumoperitoneum, nor have any form of collapse therapy 
on the side of the lesion requiring treatment, and must be 
unlikely to require induction of collapse therapy within the 
ensuing three months. (Postural rest was not considered 
collapse therapy for the purpose of these trials.) 

A small minority of cases: admitted did not conform 
entirely with the bacteriological requirements, but are 
nevertheless included in the analysis, and are referred to 
in the section on “ Bacteriology.” 

Cases satisfying these requirements were admitted to the 
trial in one of three main groups: (1) acute rapidly pro- 
gressive pulmonary tuberculosis believed to be of recent 
origin; (2) other forms of pulmonary tuberculosis con- 
sidered suitable for chemotherapy ; (3) chronic forms of 
pulmonary tuberculosis expected to make only a limited 
response to streptomycin plus P.A.S. 

Under these three headings, eight subgroups were defined as 
follows: (1A) Bilateral lesions ; age 15-30. (This subgroup 
corresponds to the definition of cases admitted to the earlier 
chemotherapy trials.) (1B) Bilateral lesions; other ages. 
(1C) Predominantly unilateral lesions ; all ages. (2A) Chronic 
cases with a recent exudative lesion. (2B) Primary tubercu- 
losis with manifest recent lesions diagnosed not more than 
six months previously. (2C) Other forms. (3A) Patients 
who have previously had, in all, not more than 15 g. strepto- 
mycin and/or 300 g. P.A.S. (3B) other patients who have 
had some chemotherapy, but not more than 15 g. strepto- 
mycin and/or 300 g. P.A.S. within the previous three 
months. 

It was realized that there would be some overlap between 
Groups 2 and 3, as well as between the subgroups of 
Group 2. 


Intake of Cases 

Group 1.—Letters were sent, by courtesy of the regional 
hospital boards, to chest physicians of areas served by the 
co-operating hospitals; they were asked to submit to the 
Tuberculosis Research Unit particulars and x-ray films of 
cases that appeared to conform to the definition of acute 
cases in Group 1. Each case submitted was considered by 
a central panel of clinicians ; if accepted, and if not already 
in one of the co-operating hospitals, arrangements were 
made for admission of the patient within two weeks. 

Groups 2 and 3.—Cases for these groups were selected by 
physicians of the co-operating hospitals, without reference 
to the Tuberculosis Research Unit. 

The first case was admitted to the trial on March 29, 1952. 


Treatment 


For the initial stage of the trial, now reported, the Com- 
mittee decided that the main comparison should be between 
streptomycin plus P.A.S. (SP) on the one hand, and isoniazid 
alone (H) on the other. In Group 3 (chronic forms not 
expected to respond to chemotherapy) a third treatment 
was introduced—streptomycin plus isoniazid. The princi- 
pal object of this was to determine the effect of this combi- 
nation on bacterial sensitivity to the drug. This third treat- 
ment was introduced in all groups and subgroups at a later 
stage, but it is not referred to again (except in the Discus- 
sion) in this interim report, which deals essentially with the 
comparison between streptomycin plus P.A.S. and isoniazid. 

The dosage of the drugs used was as follows :—Strepto- 
mycin (not dihydrostreptomycin): 1 g. daily, in one intra- 
muscular injection. . (Children under 15: 15 mg. per kg. of 
body weight daily, up to a maximum of 1 g.) P.A.S.: 20 g. 
of the sodium salt daily, in four doses, by mouth. (Children 
under 15: 1 g. per 3 kg. of body weight daily, up to a 
maximum of 20 g.) Isoniazid : 200 mg. daily, in two tablets 








of 100 mg. given 12-hourly, by mouth. (Children under 15: 
3 mg. per kg. of body weight daily, up to a maximum of 
200 mg.) 

As previously stated, the treatment of each patient started 
at the end of a preliminary observation week, during which 
all initial examinations were made ; it was continued for three 
months. It was recommended that during this period the 
only treatment to be given, apart from-bed-rest, should be 
the chemotherapy prescribed for the trial, except, of course, 
where other treatment was considered urgently necessary for 
the patient. Each patient would be observed for. the trial 
for a total period of six months; the present interim 
analysis, however, is concerned only with the first three 
months. 

Number of Patients in the Trial 

Table I sets out the number of cases for which treatment 
started before June 1, 1952, excluding 22 cases withdrawn 
from the trial and the 11 cases in Group 2B (see below). 


Tasie I.—Number of Cases Whose Treatment in the Trial Started 
Before June 1, 1952 





Treatment 


Strepto- All 
mycin Iso- Cases 
plus niazid 






































P.A.S. 
1A. Bilateral; 
. en } 17 23 40 
Group !. 1B. Bilateral; 
som rapidly R .. pe other ages } i it 22 
pulmonary tuberculosis o : . 
recent origin “sae } 26 17 43 
Total a a” 51 105 
2A. Chronic, 
Group 2. with recent } 34 39 73 
oo a ° pulmonary spread 
tuberculosis suitable for 
2C. Other forms 
amma (excluding pri- } 41 43 84 
mary disease) 
Total a 75 82 157 
3A. Very lit- 
Group 3. tle previous’ 9 il 20 
Chronic forms of pulmonary chemotherapy 
tuberculosis unlikely to | 3B. Some pre- 
respond to chemotherapy vious chemo- 20 29 49 
therapy but 
not recently 
Total es 29 40 | 69 
Total * | 158 | 173 | 331 





There are in all 331 cases, of which 173 have been treated 
with isoniazid and 158 with streptomycin plus P.A.S. The 
total with acute progressive disease (Group 1) is. 105, with 
51 patients on isoniazid and 54 on streptomycin plus P.A.S. 


Exclusions 

As previously stated, the totals in Table I do not include 
the Group 2B cases, nor 22 other cases which were admitted 
to the trial before June 1, 1952. 

There were 11 Group 2B cases (primary tuberculosis with 
manifest recent lesions)—six on isoniazid and five on strepto- 
mycin plus P.A.S. The reason for their exclusion from the 
present analysis is that their numbers are too few to be of 
significance as a separate group, while their inclusion in 
the totals would merely complicate the figures, since five 
were children under the age of 7. 

The 22 cases excluded from the remaining groups were 
as follows: (a) Five cases (two on streptomycin plus P.A.S., 
three on isoniazid) were excluded after the allocation of, 
but prior to starting, treatment—namely: two patients died 
before starting treatment (one SP, one H); one refused to 
be admitted to sanatorium (H) ; one refused treatment (SP) ; 
one, when admitted to sanatorium, was found to have’ had 
streptomycin 1 g. daily for the preceding four weeks (H). 
(b) Seventeen cases (11 SP, 6 H) were excluded after treat- 
ment had begun for the following reasons: 
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Six Patients on Isoniazid.—Four discharged against medi- 
cal advice ; one found to havea carcinoma of the bronchus, 
proved on biopsy; one found to have had four months’ 
previous chemotherapy up to within a month of entering 
the trial. ; 

Eleven Cases on Streptomycin plus P.A.S.—Two dis- 
charged against medical advice; two refused further treat- 
ment and were discharged ; four showed severe intolerance 
to P.A.S. (in one of these, a diabetic, the vomiting produced 
by P.A.S. precipitated ketosis); two showed intolerance to 
streptomycin ; one was intolerant to both streptomycin and 
P.A.S. 

It may clearly be argued that the cases showing severe 
toxic reactions, apparent only in the SP groups, should be 
retained in the analysis, since they were failures with this 
particular treatment. They were, however, few in number 
(7 in 165), and have, for the time being, been excluded. It 
must be stressed also that many patients intolerant to P.A.S. 
or streptomycin can be desensitized. 

Two patients discharged against medical advice but who 
had completed two months’ treatment have been excluded 
from Tables III to VII and Table X. One whose treatment 
was switched from H to SP at the end of the second month 
has been included throughout as an H patient. 


‘ Toxicity 
Toxicity of Streptomycin and P.A.S. 

Apart from the seven cases just referred to, in which treat- 
ment had to be stopped, there were a number of slighter 
toxic reactions in the patients given streptomycin plus P.A.S. 
which, although troublesome and sometimes worrying, did 
not interfere unduly or more than temporarily with the 
prescribed dosage of chemotherapy. Since the literature 
on this subject is already adequate, an analysis of these 
reactions is not presented here. 

There was, on the other hand, only one patient in whom 
treatment with isoniazid was stopped, and he had com- 
pleted two months of treatment before this was done. 
Details of this case are given under the heading “ Toxicity 
of Isoniazid.” It is noteworthy that interference with the 
prescribed isoniazid regime was made in only two cases. 


Toxicity of Isoniazid 

In confirmation of other reports (Elmendorf et al., 1952) 
toxicity with isoniazid has, so’ far, been a very minor 
problem. Of the 173 patients considered in this analysis, 
107 were reported to have had no toxic manifestations what- 
soever throughout the three-months period of treatment. 

Drowsiness was reported in 13 patients (8%): 10 in the 
first month alone, one in the second month alone, one in the 
second and third months of treatment, and one for the full 
three months of treatment. 

The deep reflexes were increased at some time during 
treatment in 23 patients (13%): 12 in the first month, three 
in the second month, two in the third month, two in the first 
and second months, three in the second and third months, 
and one over the full three months of treatment. 

Tremor of the limbs was reported in 21 cases (12%): 
nine in the first month, four in the second month, two in 
the third month, one in the first and third months, four in 
the second and third, and one for the whole three months. 

Twitching of the legs was reported in two cases, both in 
the third month. 

Disturbances of micturition were reported in three cases. 
The most striking was in a patient who had difficulty in 
initiating micturition for the whole of the three months, 
starting a few days after the commencement of the isoniazid 
therapy. The initiation of micturition usually took 10 
minutes in this patient. Another patient had a little diffi- 
culty in initiating micturition in the second month, and 
one patient had increased frequency in the third month. 

There were four cases of “nervous” reaction. One 
patient complained of nausea and feeling nervy, another 
had abdominal discomfort and a feeling of fright, gne 


patient had dizziness for nearly two weeks, the symptoms 
in each of these cases being limited to the first month. In 
one patient isoniazid was stopped two months after the 
beginning of treatment because the patient was restless, 
irritable, had marked tremor of the’ hands and occasional 
spasmodic jerks and tics of the face and limbs, and finally 
had night wandering. This was the one patient, referred 
to above, in whom no attempt was made to resume therapy. 
The symptoms gradually disappeared after treatment was 
stopped. 

Nine cases of constipation Were reported, but in no case 
was it severe or of long duration. Transient flushing of the 
face was reported in three cases. 

In view of published reports of haemoptysis in patients 
on isoniazid, special inquiry was made into this. Seven 
patients were reported as having coughed up blood—one 
in the first month, four in the second, and two in the third. 
Two of them .had frank haemoptysis; it was severe in 
one. 

Skin disorders were reported in four cases. One patient 
had pruritus of the legs and head in the second and third 
months. One patient had slight generalized desquamation 
of the skin in the third month, whilst another had desqua- 
mation of the hands for one week in the first month. There 
was one case of severe herpes zoster in the second month. 

One patient, after a week of epigastric pain and vomiting, 
became slightly jaundiced just two months after starting 
treatment. The jaundice was associated with excess urobilin 
in the urine and rather pale stools. The patient gave a 
history of intolerance to fats. The possibility of toxicity 
was considered, and the isoniazid was stopped for two days 
until the diagnosis of stone in the common bile duct was 
established. Another patient became jaundiced at the end 
of the first month of treatment. The clinical and bio- 
chemical features were in keeping with a diagnosis of infec- 
tive hepatitis, and as there was a small outbreak in the 
hospital at that time it is concluded that isoniazid can be 
absolved from blame. 

When assessing the incidence and significance of these so- 
called “toxic reactions” certain features should be con- 
sidered. The abnormalities reported varied very much from 
hospital to hospital, according to the importance attached 
to them by individual clinicians. Further, it is likely that, 
as the weeks went by and no serious toxicity was encoun- 
tered, minor departures from normality, such as increased 
deep reflexes, were less assiduously looked for; this is the 
impression gained at this stage from a study of the case 
reports. Also, it is by no means certain that all, or even 
many, of the abnormalities recorded can be attributed to 
isoniazid, as, for example, the haemoptysis. How often the 
observed events were merely coincidental cannot be assessed. 
The clinicians have rightly, when in doubt, ascribed abnor- 
malities to isoniazid toxicity. 

Summarizing, the information can be held to show that 
isoniazid has shown little toxicity in the dosage used over 
a three-months period. Clearly, that does not rule out the 
possibility of toxicity from longer-term treatment, from 
repeat courses, or from a larger daily dosage. 

Certain of the centres have undertaken routine blood and 
liver-function tests. The results of these will be reported 
later. ' 

Condition on Admission 


Table II shows the condition of patients before the start 
of treatment as reflected by their general condition (assess- 
ment by the clinician in charge), temperature, sedimenta- 
tion rate (Westergren 200 mm. reading at one hour) 
and the extent of cavitation on x-ray film. It can be seen 
from this table that, judging by the factors listed, the SP 
and H cases in each group have a similar distribution of 
severe and less severe illness, wjth the exception that, judg- 
ing from general condition and, sedimentation rate, in the 
acute group (Group 1) the SP. cases were on the average 
rather less ill than the H cases. None of the differences is 
greater than would be expected by chance. 
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Results at the End of Three Months 
S Mortality 

There were 4 deaths among the 331 cases (1.2%) during 
the three-months period of observation—one in 173 H and 
3 in 158 SP patients. The H patient (in group 2A) died of 
congestive cardiac failure secondary to chronic cor pul- 
monale on the first day of treatment, and therefore cannot 
be regarded as a failure of isoniazid therapy. Similarly, 
one SP patient (in Group 3A), who died 14 days after the 
start of treatment, suffered clinically from chronic bronchitis 
and emphysema, and cannot be regarded as dying from 
tuberculosis. 

There remained two SP patients (from Groups 2A and 3A) 
who died of their tuberculous disease 63 days and 32 days 


TABLE II.—Condition on Admission 


TREATMENT OF TUBERCULOSIS WITH ISONIAZID 


respectively after the start of treatment. Both had far 
advanced disease on admission to the trial. In addition, 
the Group 3A patient was found at post-mortem exami- 
nation to have had early macroscopic amyloid disease of 
the liver and spleen. These two patients must be regarded 
as failures of the streptomycin plus P.A.S. treatment. 


General Condition 
The assessment of changes in the general condition was 


made by the clinicians in charge of the patients, and consti- ° 


tuted an overall impression of the patient’s progress based 
on the clinical observations, and on the patient’s appearance 
and feeling of well-being, or lack of it. It will be seen from 
Table III that most of the patients in each treatment group 
were regarded as better in their general condition, 117 of 








- | 















































* A patient was considered afebrile if all temperatures recorded in the pre-treatment week of observation were below 99° r. (37-2° C.). 


| Group | Group 2 Group 3 All Cases 
sP | H SP | H sP | H sP H 
No. % | No. % No. % | No. % | No. % | No. % | No. % | No. % 
Total cases | 54 51 75 82 ~~ 29 | 40 158 | 173 
| 100 100 100 100 100 | 100 | 100 | 100 
; ; 8 i. = 2 ©, 2 10 8 | 40 | 32 
| Good . {| 15 8 29 24 34 20 25 18 
Cc ® | | 
General condition | Fair af 27 50 22 43 | 29 39 46 56 i 38 20 50 aad 42 ss si 
| 
19 25 24 16 8 | 12 51 53 
| Poor ‘ { 35 49 | 32 «| 20 28 30 32 | 31 
: a i 12 39 2 4 | 22 62 16 
| Afebrile o-« + 17 24 | 52 | Sl 48 55 39 44 
18 18 24 | 23 13 | 43 55 | 54 
Average evening tem- | Under 99° f { 33 35 32 | 28 45 33 35 31 
perature in pre-treat- | 11 9 | 6 | 40 5 3 > 
ones k 2 19 22 
ment week * ba 99-9° F... { 20 18 8 | 12 7 8 12 13 
eT 16 12 6 7 0 2 22 21 
anil u { 30 24 | 8 y 0 5 14 12 
5 2 il 9 4 3 20 14 
| 0-10 “ { 9 4 15 ll 14 8 | 13 8 
Sedimentation rate (Wes- | 11-20 ; { 5 3 14 17 es 5 Il 24 , 31 
tergren 200 mm. read- 9 6 19 21 17 28 | 15 18 
ing at 1 hour) | 21-50 sf 19 14 30 33 12 15 | 61 62 
ame | 35 | 27 40 40 41 38 39 36 
| | 
si+ { 25 | 32 20 23 | 8 11 | $3 66 
46 | 63 27 28 28 28 34 38 
| Nil .. { 4 10 18 13 2 4 | 24 | 
7 20 24 16 7 10 | IS | 16 
. 16 11 21 26 | 4 | 4 | 41 | 41 
oP I-plus { 30 22 28 32 | 14 | 10 | 26 24 
Extent of cavitationt ——| 49 24 2% 31 | 45 14 70 69 
= - | - } J | d 
ow { 54 | 47 35 | 38 | 52 35 44 40 
| 3. f--¥ 6 10 | 12 | 8 | 18 23 36 
| 3-plus {| 9 12 13 | 15 28 45 15 21 
| | 
{ —" 


+ Assessment 


on a single film before treatment started. Tomograms were not taken into account. 


Group 1—Acute rapidly progressive pulmonary tuberculosis of recent origin. 


Group 2—Other forms of pulmonary tuberculosis suitable for chemotherapy 


Group 3—Chronic forms of pulmonary tuberculosis unlikely to respond to chemotherapy. 
TaBLe IIIl.—General Condition at the End of the Third Month Compared with General Condition on Admission 


























Improvement | No | Deterioration 
Total ree Ca Change er See eG Death 
Treatment | 2-Plus | 1-Plus ' 1-Minus | 2-Minus | 
| No % | No % | No. % | No. % No. % | No. % | No. % 
54 16 35 2 1 0 0 
Group 1 sal { 101 | 30 65 4 2 | 0 0 
50* 26. 19+ 5 0 0 0 
H {| 100 | 52 38 1Q | 0 0 0 
| 75 19 32 21 2 | | 7 
i Ss { 2 0 1 
Sit ? 100 25 43 28 3 | 0 ! 
82 22 48 4 2 0 1 
H {| 100 | 27 59 | ue | 2 | 0 | ! 
29 0 15 12 0 0 2 
Group 3 - { 100 | 0 52 41 0 0 7 
39* 6 19 11 2 1 0 
nf 100 | eA 9 | 28 5 | y.4 0 
158 35 | 82 ae 3 0 3 
aiaiiii sp { 100 | 2 | 52 22 | ef 0 2 
171 |; 54 .. |} 2s | 4 1 1 
H {, lors 32 50 Is a 1 | 1 


| 





* One patient discharged against medical advice in third month and excluded from the table. 


plus P.A.S. at the end of the second month and included in this figure. 


+ One patient switched from isoniazid to streptomycin 
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158 SP patients (74%) and 140 of 171 H patients (82%) 
showing some improvement. The corresponding figures for 
Group 1-—the acute rapidly progressive disease—are 51 out 
of 54 SP patients and 45 out of 50 H patients ; thus only 
8 of these 104 fatients failed to improve clinically during 
the three months, and only one actually deteriorated (an 
SP patient). On the whole the figures suggest rather more 
favourable results in the group on isoniazid, but the differ- 
ences are not pronounced. 


Weight Changes 

The weight changes of the patients are set out in Table 
IV, and here those on isoniazid have done strikingly better: 
the difference in the average amount of gain is statistically 
highly significant. It will be seen that 115 out of 168 H 
patients (68%) gained 7 Ib. (3.18 kg.) or more in weight in 
the three-months period, compared with 62 of 152 SP 
patients (41%). This greater increase in weight in the 
isoniazid group can be further illustrated by the fact that 
61 of the 168 H patients (36%) gained at least a stone 
(6.35 kg.), compared with only 22 out of 152 SP patients 
(14%) (and of these latter two were pregnant). It is most 
striking, too, that 22 of the 49 acute (Group 1) cases on 
isoniazid gained at least a stone in weight (45%), compared 
with 11 out of the 52 on streptomycin plus P.A.S. (21%). 
The mean difference was similar and significant in Group 2 
also, but less and not statistically significant in the chronic 
cases of Group 3. (Here and elsewhere statistical signifi- 
cance has been taken at the 5% level. A number of the 
differences are significant at the 1°, level.) 


TaBLE [V.—Weight Changes in the First Three Months 


Temperature 

For the purpose of analysis, patients were regarded as 
initially afebrile if their evening temperature was below 
99° F. (37.2° C.) on every day in the week of preliminary 
observation. The same definition was applied to the last 
week of the third month of treatment. For each febrile 
patient the average evening temperature was calculated for 
the pre-treatment week and for the final week of treatment. 
Table V shows the number who, being febrile at different 
levels in the pre-treatment week, were afebrile at the end of 
three months. It will be seen that of 96 febrile SP patients 
64 (67%) were afebrile at the end of three months, com- 
pared with 53 of 95 H patients (56%). In the acute group, 
29 out of 45 SP patients (64%) and 26 out of 38 H patients 
(68%) became afebrile. In neither of these comparisons is 
there a statistically significant difference. 

Of 62 SP patients who were afebrile in the pre-treatment 
week, seven were febrile at the end of the third month. The 
corresponding figures for the H group are 6 out of 76. In 
only one of these (an SP case) was there high pyrexia; the 
others had only occasional evening temperatures above 
99° F. (37.2° C.). 

Sedimentation Rate 

Table VI sets out the changes in sedimentation rates. In 
all three groups and in both treatment series the B.S.R. 
tended to fall, though in few patients with an original 
B.S.R. of over 50 did the figure fall to normal on either 
form of treatment. Thus in 52 SP patients with an initial 
B.S.R. of more than 50 it fell to 10 or less in only five cases. 



































weighed at end of three months. n 
cases and four H cases the weights at three months are not available. 





aie ° Weight Gain | Weight Loss ‘ ee 
eighe ee No nae vera, 
at rs | | Less than Change Less than Gain in 
Treatment | 3 ya unths 21 Ib 14-20 Ib. | 7-13 Ib. | *F%p, | + Ib 7-13 Ib. Weight per 
| atient ki 
No. % | No. % | No. % | No. % | No. % | No. % | No % | No. % | 
| 52 3 . 17 | 16 | 4 3 1 7-9 
—— SP { 101 6 15 | 33 | 31 | 8 | 6 | 2 | 
H { 49 8 | 14 15t |, | 0 2§ 2 | 12-5 
100 16 29 31 | 16 | 0 | 4 | 4 | 
73 4* 6* | 26 a | 2 | 4 5-4 
sP | 
— { 99 5 8 | 23 | 36 8 18 | 1 
H { 80 11 / 20 | 25 | 15 . 2 | 6 0 11-7 
101 14 25 | 31 19 4 | 8 | 0 | 
27 -“s 0 a 16 | 2 ; 4 4 4-9 
ane | sP { 100 4 0 | 22 | 59 | 7 | 4 4 | 
oe: 0 | 2 | 14 | 13 | oO 3 it 7°5 
| t 101 0 | 21 36 | 33 0 | 8 | 3 
SP { 152 8 14 | 40 | 58 | 12 | 47 . 3 | 6-2 
pe 99 5 9 | 26 | 38 | ‘ 7] 2 | 
H { 168 19 42 | 54 36 fi, “a | i 3 | 41-0 
100 ul 25 | 32 21 2 | 7 o 7 








* One in each group pregnant. 


t One patient not weighed before the end of the first month. 
§ Treatment switched in one case from isoniazid to streptomycin plus P.A.S. after two months. 
Also three SP patients and one H patient had died. 


¢ Lost 114 Ib. in the first two months; too ill to be 
|| For three other SP 


Group 1—Acute rapidly progressive pulmonary tuberculosis of recent origin. _ Group 2—Other forms of pulmonary tuberculosis suitable for chemotherapy, 


Group 3—Chronic forms of pulmonary tuberculosis unlikely to respond to chemotherapy. 


TaBLE V.—Number of Cases Febrile in Pre-treatment Week who were A febrile at the End of the Third Month 











Average Evening Temperature in Pre-treatment Week 


All Cases Febrile 





ed in Pre-treatment 
100° F.+ | Week 





























| Under 99° F. | 99° F.-99-9° F. | 
re eater | ese | Nester | | ies, 
; Afebrile | Afebrile Afebrile Three Months 
. Total at Three | Total at Three | 0tal at Three Total _—_——— 
| Months | Months | Months No % 
Group 1 sP 18 11 rT 8 16 10 | 4§ | 29 66 
H 7 | im | 9 7 12 7 | 38 | 26 68 
Group 2 | SP 24 17 6 2 6 5 36 | 24. 67 
H 23 11 | 10 5 7 4 | 40 | 2 50 
Group 3 SP 13 10 2 | 1 0 | 0 15 | 1173 
| H 12* 6 3 1 2 0 | 17 , “a 3 
All groups SP 55 38 19 11 | 22 | 15 96 | 64 67 
H 22 13 21 | il | 95 | $3 56 


52 29 





* One was discharged in the third month, and the temperature record is not available. 
P.A.S. at the end of two months and included here. 


t+ One patient switched from isoniazid to streptomycin plus 
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Similarly, in 64 H patients with a B.S.R. of more than 50 
it fell to normal limits in only five. Furthermore, the 
number of patients with a B.S.R. of more than 20 that fell 
to normal (10 or less in the three-months period), whether 
on streptomycin plus P.A.S. or isoniazid, was very limited. 
Thus in only 25. of 112 SP patients (22%) did the B.S.R. 
fall to normal in the three months, and in only 25 out of 
124 H patients (20%). The B.S.R. rose from normal in 
3 of 19 SP patients, and 1 of 14 H patients. 


Changes in Radiological Appearance During Period of Trial 

Table VII sets out the radiological changes at the end of 
the first three months, as assessed by an independent reading 
of full-plate chest x-ray films by two radiologists unaware 
of the treatment in any case. In assessing improvements or 
deterioration three degrees were allowed—namely, 1-plus, 2- 
plus, or 3-plus, and 1-minus, 2-minus, or 3-minus. Of 158 
SP patients 104 (66%) showed radiological improvement, 
compared with 56% of 171 H patients. The improvement 
was more than I-plus in 29% of SP cases and 26% of H 
cases; taking the acute Group 1 alone, 2-plus or 3-plus 
improvement was seen in 37% of SP cases and 40% of 
H cases. There was radiological] deterioration in 10 cases 
and one death on isoniazid, compared with radiological 
deterioration in one case and three deaths on streptomycin 
plus P.A.S. Of the 11 patients who deteriorated radiologi- 
cally the deterioration in nine was classed as 1-minus—that 
is, comparatively slight. Only one patient, on isoniazid, was 
recorded as having 3-minus deterioration: this degree of 
deterioration was recorded arbitrarily, because the radio- 
graph for this patient showed 2-minus deterioration at two 


months, but he was too ill to be x-rayed at three months, 
and died the next day. It is interesting to note that under 
both treatments the proportion improving was higher in the 
more acutely ill patients (Group 1) than in the others: in 
Group 1 improvement was observed in 76% of SP cases 
and 70% of H cases ; in Group 2 the percentages were 65% 
for SP cases and 56% for H cases ; in Group 3 the percent- 
ages were 48% for SP and 36% for H. It will be seen that 
in each group the frequency of radiological improvement 
was less on the treatment with isoniazid, but in each group 
and inthe totals the differences are below the level of 
statistical significance. 


Bacteriology 

Because of the time needed to obtain results of cultures 
from sputum specimens, and to measure drug sensitivity 
tests on those cultures, it is not possible in this present 
analysis to report on the results for all cases at the end of 
three months’ treatment. However, the available data are 
of sufficient interest to warrant a preliminary analysis based 
on results after one and two months of treatment. Data 
on isoniazid sensitivity are presented also for 21 cases at 
the end of three months. 


Bacterial Content of Sputum 
Sputum was examined directly and by culture during the 
pre-treatment week, and subsequently at monthly intervals 
or more often. Where there was no sputum, material from 
laryngeal swab or gastric lavage was cultured. 
A requirement for all cases was that at the start of treat- 
ment they must be bacteriologically (T.B.) positive. How- 


TaBLe VI.—Number of Cases with a Raised Sedimentation Rate in the Pre-treatment Week Whose Sedimentation Rate 
was Normal at the End of the Third Month 









































=_— a —_ 
| A 
di i i Week All Cases with 
we Sedimentation Rate in the Pre-treatment Wee Oh 
11-20 21-50 51 and Over Rate 
Group Treatment | - aie . of 0-10 
| No. with No. with | No. with Ot3 Month 
Total | B.S.R. 0-10 Total B.S.R. 0-10 Total | BS.R.0-10 Total 
at 3 Months at 3 Months | at 3 Months No. ¥ 
| SP 5* 4 19 5 25 4 49 13 27 
| an 3 | 2 13 5 32 | 3 48 1021 
sP 14 10 29 14 20* 1 63 25 40 
. | H 17 ae SS. 11 23 | 2 72 23 (32 
SP 5 4 12 1 7 0 24 . # 
3 | H | 11 2 | 15 4 9 | 0 35 6 
SP 24 18 60 20 52 5 136 43 32 
All cases | H 31 14 | 60 0 64 | 5 155 39 (25 




















* One patient was menstruating when this reading was taken. 


Group 1—Acute rapidly progressive pulmo 
Group 3—Chronic forms of pulmonary tubercul 


“tuberculosis of recent origin. Group 2—Other forms of pulmonary tuberculosis suitable for chemotherapy 
unlikely to respond to chemotherapy . 


TaBLe VII.—Changes in Radiological Appearance in First Three Months 



































Deterioration 
Total Improvement No : inte 
Treatment 3-plus 2-plus 1-plus Change 1-minus 2-minus | 3-minus 
| No. % No. % No. % No. % No. % No. % No. % No. % No. % 
54 5 15 21 13 0 0 0 0 
Group 1 ” {| 100 9 28 39 24 0 0 0 0 
50* 3 17 15 12 2 it 0 0 
» {| 100 6 34 30 24 4 2 0 0 
75 2 20 27 24 1 0 0 1 
Group 2 { 100 3 27 36 32 1 . 0 1 
Sf} 82 4 17 25 33 2 0 0 " 
ole | 99 5 21 30 40 2 0 0 ! 
29 0 4 10 13 0 0 0 2 
Group 3 - { 100 | 0 14 34 45 0 0 0 7 
39° 0 4 10 20 4 0 1 0 
H { 100 0 10 26 51 10 0 3 0 
158 7 39 58 50 1 0 0 3 
All cases ” { 101 4 25 37 32 1 0 0 2 
171 7 38 50 65 8 1 1 1 
= { 101 4 22 | 29 38 5 1 1 1 
































* One pa discharged against medical advice in the third month and not x-rayed. 


tient inst m 
to streptomycin plus P.A.S., and still 2-minus deterioration at three months. 


+ 2-minus deterioration at two months, then switched 
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ever, from eight cases admitted to the trial, the records show 
that no tubercle bacilli had in fact been isolated either in 
the pre-treatment week or subsequently, nor was there a 
pre-treatment culture available. These cases, together with 
two who gave a negative result in the pre-treatment week 
but a positive result subsequently, are not shown in Table 
VIII, which sets out the results, in the first and second 
months, for the cases positive in the pre-treatment week. 
Where more than one examination was recorded for a case 
within a month, the “most positive” of the results was 
selected for the analysis in Table VIII—for example, a case 
with one specimen positive on culture only and another on 
direct examination was recorded as being positive on direct 
examination. 

Analysis of the results from specimens taken in the pre- 
treatment week shows a similar distribution in both treat- 
ment series: 18% of SP cases and 16% of H cases were 
positive on culture only. 

For the analysis of data of the first and second months, 
results have been included only for those specimens from 
which there had been full time for a culture, if required, to 
develop—that is, at least eight weeks ; otherwise the results, 
for instance, in the second month would have been unduly 
weighted by positive results, since specimens negative on 
direct examination and with no culture yet available would 
not be included. 

In the first month the results were negative on smear and 
culture in 25% of SP cases and 18% of H cases ; the differ- 
ence is not statistically significant. In the acute Group 1, 
9 of 46 SP cases were negative (20%), and 11 of 46 H cases 
(24%). In Groups 2 and 3 the percentage negative was 
30% and 24% respectively for the SP casés, and 17% and 
12% for the H cases. If we consider also the numbers 
negative on smear (whether positive or negative on culture), 


the results show a marked improvement over the results 
for the pre-treatment week: the percentage smear-négative 
was 44% for the SP cases and 43% for the H cases, com- 
pared with the original levels of 18% and 16%. 

In the second month the results so far available are as 
follows: 26% of 94 SP cases had become negative, both on 
smear and on culture, against 23% of 102 H cases; the 
difference is not significant. If we consider the proportion 
negative on direct smear (whether positive or negative on 
culture), the figure is 51% for the SP-treated and 46% for 
the H-treated. 

Streptomycin Sensitivity 

Strains isolated from the SP patients before admission, 
and subsequently at least once a month, were tested for 
streptomycin sensitivity. The technique employed was 
similar to that in the previous trials. 

It was required that at the start of treatment the tubercle 
bacilli must not, so far as could be known, be either strepto- 
mycin-resistant or P.A.S.-resistant, the object of this require- 
ment being that, if the case were allocated to the SP group, 
effectiveness of chemotherapy should not be hindered by 
pre-existing drug resistance. In fact, for many cases the 
drug sensitivity was not known at the time of starting treat- 
ment. In 117 patients for whom the streptomycin sensi- 
tivity results for pre-treatment specimens are now available, 
the bacilli were streptomycin-sensitive in 112 and resistant in 
five. Analysis of the radiological assessment of four of these 
five SP cases at three months (one result not yet available) 
shows that three showed 2-plus improvement, but the other 
showed deterioration (1-minus). This patient was in Group 
2C; there was no other evidence of deterioration except 
that at the end of the third month her temperature was 
occasionally over 99° F. (37.2° C.), whereas she was afebrile 
on admission. 


TasBLe VIII.—Presence of Tubercle Bacilli 















































| 4’ Po seng ei Seoney Positive ” Olen Examination Direct —~ noe ion 
° 1c Direct irect egative— . 
aeeiaenes Examination Examinationt Culture Positive Culture Negative 
In pre-treatment week: 
39 6 7 
Group 1 ee if 2s 44 1 4 
! 67 47 9 11 ara 
Group 2 é< {? 77 52 9 16 =p 
15 2 8 _ * 
Group 3 ee {? 23 24 3 6 _ 
| ° No. Y, No. % No. % | No. % No. % 
SP 144 101 17 26 _- 
Total { 100 70 1 12 si 18 _- 
‘or 159 120 + 
. “9 75 8 16 a 
During first month: | 
4 21 8 8 9 
Group 1! - {? | 40 15 10 10 11 
> 19 12 13 19 
Group 2 .. FP 28 10 21 12 
; 11 a a 6 
Group 3 - {? ; 3 18 5 6 a 
| No % | No. % No % | No % No % 
, 4 51 24 | 25 34 
an (sr — | 38 18 oe weet 
° on af 61 25 
2 i 41 17 25 18 
During second month: . 
8 13 6 
Group! .. ie {? ¥ : : ; ¢ 
8 13 7 16 
Group2 .. wa {? P+ 21 9 12 10 
6 4 4 2 
Group3 .. ee {7 as 9 5 4 5 
No. Y No. 4 | No. % No. % No. % 
4 21 25 24 24 
Total = : bet 34 * 21 ” 24 sd 23 ya 
ota 
H 102 ant 33 21 24 . 3 

















* Total patients from whom specimens were examined. 


Led tuberculosis of recent origin. 
Group 1—Acute sagitly progressive pamonnty —— oe ort » 


Grouv 3—Chronic forms of pulmonary tubercul 


+ Defined as follows: only a few clumps of acid-fast bacilli found after five minutes’ search. 


Group 2—Other forms of pulmonary tuberculosis suitable for chemotherapy. 
rapy. : 
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Too few results of streptomycin sensitivity at one and two 
months were available, at the time of reporting, to warrant 
analysis. 

Isoniazid Sensitivity, 

The problem of isoniazid sensitivity was one of the most 
important items requiring study in this investigation. Pre- 
liminary laboratory investigations had, indicated that 
untreated cultures of tubercle bacilli contain a higher pro- 
portion of isoniazid-resistant mutants than of streptomycin- 
resistant mutants (Middlebrook, 1952; Hobby and Lenert, 
1952); and early emergence of resistant strains clinically 
had already been reported (Steenken et al., 1952). 

Isoniazid-sensitivity tests were performed on the pre-treat- 
ment culture, and subsequently at least once a month when 
cultures were positive. In view of the possible difficulties 
of interpreting the results of these tests, it was decided to 
record them in some detail. A uniform technique was 
agreed at the beginning of the investigation by a laboratory 
subcommittee under the chairmanship, of Professor R. 
Cruickshank, and this was used throughout. A loopful of 
bacterial suspension from the primary culture on egg medium 
was spread on each of a series of egg medium slopes con- 
taining graded concentrations of isoniazid (0, 0.2, 1, and 
5 ug. per ml.—later also 10 and 50 wg. per ml.); a culture 
of H37Rv was treated similarly in parallel. Both sets of 
slopes were read at two weeks and four weeks, and each 
slope was recorded at each reading in one of five categories: 
“confluent growth,” “innumerable discrete colonies,” 
“* 100-20 colonies,” “less than 20 colonies,” “ nil.” 

On analysis of the data it was found that occasional 
colonies (less than 20) were so often Observed on the 
isoniazid-containing medium, both from cultures of the test 
organism before and during treatment, and from the standard 
culture, that they should probably be ignored in assessing 
emergence of resistance during treatment. Accordingly, in 
the analysis of isoniazid resistance which follows, results 
recording “less than 20 colonies” are classified with “no 
growth.” 

In 147 cases (of the total 173) for which isoniazid- 
sensitivity results are available for pre-treatment speci- 
mens, 136 showed no growth in any of the tubes contain- 
ing isoniazid, and may therefore be classed as fully sensitive. 
In eight cases there was growth in a concentration of 0.2 xg. 
per ml. but not at higher concentrations, and in five of the 
eigh? growth was not seen until the four-weeks reading. In 
three cases -there was resistance to 1 wg. per ml. but not 
to 5 ug. per mi. At one centre, growth of the standard 
H37Rvy culture was observed in the concentration of 0.2 ug. 
per ml. but not at higher concentrations. For these reasons 
cultures have been designated “ resistant” when growth was 
observed in concentrations of 1 ug. isoniazid per ml., or 
higher, and of “ doubtful resistance” in cases of growth in 
a concentration of 0.2 »g. per ml. but not more. The results 
after one, two, and three months are shown in Table IX. 


At the end of one month, cultures from 104 isoniazid- 
treated cases were tested. Eighty-one were sensitive (78%), 


12 doubtful (12%), and 11 resistant (11%). Of the 11 


resistant strains 10 were resistant only to 1 »g. per ml. 

At the end of two months, tests of cultures from 58 
isoniazid-treated cases are available. Seventeen (29%) were 
sensitive, and 11 (19%) were of doubtful resistance (3 of 
the 11 had not, at the time of reporting, been read at four 
weeks), As many as 30 of the 58 cases—that is, 52%— 
were now resistant. Seven of the 30 were resistant only to 
1 »g. per ml. (in four growth was not observed until the 
reading at four weeks) ; 23 were resistant to 5 ug. per ml., 
and in 12 cases in which the test was carried to higher 
concentrations 11 grew at a concentration of 50 mg. per 
ml.—that is, were highly resistant. 

Results of isoniazid-sensitivity tests at the end of three 
months are available for 21 cases. Only one (5%) was 
sensitive, and five (24%) were of doubtful resistance (four 
of the five had not yet been read at four weeks). Fifteen of 
the 21 (71%) were now resistant, 13 of them to 5 yg. or 
more per ml. 

It is interesting to note that, apart from the proportion of 
definitely resistant cases increasing in successive months, the 
proportion of doubtfully resistant cases also increases. It 
seems, therefore, that, though growth in 0.2 ug. per ml. does 
not definitely denote resistance, it is of some significance. 
Secondly, in resistant cases the degree of resistance was 
much higher at the end of the second and third months 
than at the end of the first. Thirdly, of 23 cases resistant 
to 5 ug. or more per ml. at two months after the start of 
treatment, 20 showed growth at the two-weeks reading, and 
of the 13 corresponding cases at three months all showed 
growth at the two-weeks reading. 


Results Related to Isoniazid Resistance 

In view of the finding that bacterial resistance to isoniazid 
develops rapidly in a large proportion of patients, it is 
important to consider whether this resistance is in any way 
reflected in the early clinical results. So far isoniazid resist- 
ance is known to have developed before the end of the 
second month in 33 patients (of whom one was discharged 
against medical advice in the third month). The informa- 
tion on resistance is available at two months for 30 of these 
patients, and for three at one month only. Resistance 
seemed to develop equally frequently in each of the three 
disease groups. 

At the foot of Table X the radiological assessments for 
the 32 patients with isoniazid resistance who were observed 
at three months are compared with those for the remaining 
139 cases on isoniazid, who were not known to have become 
resistant (some may, in fact, have done so). The figures 
show decisively that the known resistant cases had a less 
favourable radiological assessment at the end of the three 
months than the remaindgr. Only nine (28%) of the cases 


TABLE IX.—Results of Isoniazid Sensitivity Tests 





















































At One Month At Two Months | At Three Months 
Group:| 1 ; | ¢ 17 1 2 3 | Tot | 1 | 2 | 3 Total 
ee h at 0-2 | | | | 
© growth at 0-2 wg. per 
as aa” 2 = “2 21 41 | 19 81 3 11 3 | 17 | © 0 | 1 1 
Doubtful : | | 
(Growth at 0-2 ug. per 
ml. but not at 1 wg.) .. 7 4 1 12 a 3 4 11 1 2 2 5 
Resistant : | | 
Growth at 1 yg. per ml. | 
Ve gs 3 (1) 3 4(1)| 10(2) 1 (1) 3 (1) 3 (2) 7(44), 1 0 1 2 
Growth at 5 yg. but not 10 0 0 0 0 0 0 0 0 1 0 0 1 
Growth at 5 uwg.; not | 
tested further RS 0 1 0 1 5 (1) 5 (2) 1 11 (3) 1 2 3 6 
Growth at 10 ug. but not 
SR at f 0 0 0 0 0 0 Bon) Fd 0 1 0 1 
Growth at 50 ug. 0 0 0 0 1 6 4; i 0 4 1 5 
Total resistant .. ..| 3 4 4 Mm -| 7 14 9 | 30 3 sn oe. 15 
Total cases tested .. | 31 49 24 104 14 28 16 58 4 | 9 | 8 | 21 








The figures in parentheses are cases with resistant cultures which appeared only at the 4-weeks reading; they are included in the preceding figure in each case. 


Group 1—Acute rapidly progressive pulm 
Group 3-Chronic forms of = 


tuberculosis of recent origin. Group 2—Other forms of pulmonary tuverculosis suitable for chemotherapy. 
pulmonary tuberculosis unlikely to respond to chemotherapy. 
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TABLE X.—Radiological Assessment at Three Months Related to Clinical Condition on Entry and-Isoniazid Resistance 
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Under 99° F. m4 { aco | a 3 0 2 15 2 7 8 H 7 
Afebaie .imeee"| 8B | ted | 8 18th z 
vom {Sem 8 |? 4a) 2 | ese) ¢ | 2 


with resistant organisms showed radiological improvement, 
and in eight it was only slight (1-plus) ; 86 (62%) of the 139 
other cases improved, and in more than half the improve- 
ment was 2-plus or 3-plus. Four (12%) of the resistant 
cases showed radiological deterioration, compared with six 
deteriorations and one death among the others (5%).* It is 
most unlikely that these differences could be due to chance. 

Further examination, however, shows that a high pro- 
portion of the patients in whom the bacteria became resis- 
tant were acutely ill on entry to the trial. Twenty-nine 
(88%) of the 33 had gross cavitation (2-plus or 3-plus), 15 
(45°) had a sedimentation rate of over 50, and 14 (42%) 
were in poor general condition. These percentages com- 
pare with 54%, 36%, and 28% respectively among the re- 
maining cases on isoniazid. Differences in temperature were 
unimportant. 

These figures indicate that resistance to isoniazid devel- 
oped more readily in those acutely ill on admission to the 
trial. The poor progress of the known resistant cases might 
thus be attributable to their poor clinical condition when 
treatment began, and not necessarily to the resistant 
organisms which emerged during treatment. 

The point. was investigated further by dividing patients 
whose clinical condition was similar at the outset into 
known resistant cases, and others, and by comparing their 
radiological assessments at three months. A number of 
such comparisons appear in Table X (and in the Diagram), 
the patients being grouped successively according to extent 
of cavitation, general condition, sedimentation rate, and 
temperature on entry to the trial. It appears that, in each 
group of patients with the same initial clinical condition, 
those who developed resistant strains did not fare so well 
as those who were not known to have become resistant. 
This is indicated by the percentages of patients who showed 
radiological improvement ; these are, it will be seen, less for 
the known resistant cases in every comparison. (Individu- 
ally the differences are greater than would be expected by 
chance for patients with 2-plus cavitation initially, with 
good or fair general condition initially, with sedimentation 
rates from 21 to 50 initially, and who were afebrile initially.) 

*Another result received after completing the analysis shows 


that one of the cases “‘ not known to be resistant ”’ that had deteri- 
orated had in fact developed isoniazid resistance in the second 


month. 





Although these findings are based upon small numbers of 
cases, and at present incomplete information, they are very 
striking. Their importance is enhanced by the fact that 
known resistant cases have had, at this interim stage, to be 
compared with patients not known to be resistant. It may 
be expected that a proportion of the latter, as more informa- 
tion becomes available, will also prove to have developed 
bacterial resistance to isoniazid.* In the meantime their 
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inclusion with the cases not known to be resistant may have 
reduced the already striking contrast between the early clini- 
cal results in patients with resistant and with sensitive 


organisms. 
Discussion 

Fhe difficulties of clinical assessment of drugs in the treat- 
ment of tuberculosis increase with the advent of each new 
product. The problems were already complex at a time 
when no effective drug therapy was known and when a new 
drug could be measured against no treatment other than bed- 
rest ; even then many errors of evaluation were made. Now 
it is no longer adequate to demonstrate that a new drug has 
some clinical value ; its value relative to other known drugs 
must be ascertained—and ascertained with some precision. 
Assessment of the drug must be made either by comparing 
it with the most effective combination already in use, in a 
trial where treatment is randomly allocated as in the clinical 
trials of streptomycin and P.A.S. (Medical Research Council, 
1948, 1950, 1952), or, if that is impossible, by observation of 
the new drug’s effects in cases in which the most effective 
combination available has already failed. Clearly a new 
drug to-day must reach a high standard to compare with 
the potent action of streptomycin in combination with P.A.S. 

Preliminary reports of the experimental and clinical 
effects of isoniazid in tuberculosis indicated that the drug 
was sufficiently: promising to warrant large-scale clinical 
trial (Bernstein ef al., 1952 ; Grunberg and Schnitzer, 1952 ; 
Robitzek ef al., 1952). The fact that it is easily produced, 
and that within a short time large quantities would be 
generally available, made it imperative to organize the trial 
in such a way as to obtain a rapid answer to the main ques- 
tion of relative effectiveness. With the experience gained 
from the previous investigations it was possible to design 
a trial based on comparisons of treatments randomly allo- 
cated, but, in addition, to design it in such a way as to 
permit a continued analysis of the accumulating data. Thus 
any important results could be reported without delay. The 
trial, begun at the end of March, 1952, was extended so 
rapidly—38 hospitals taking part—that at the end of 
August, 1952, just five months later, over 300 patients had 
completed three months’ treatment with either streptomycin 
plus P.A.S. or with isoniazid. Short as this period is, the 
results were regarded as important enough to warrant publi- 
cation of the present interim report. The trial is still in 
progress (with over 750 cases at the time of reporting), and 
reports will be made later on longer-term results and on the 
results of combined therapy. 

The present observations relate to 173 patients suffering 
from pulmonary tuberculosis who were treated for three 
months with isoniazid, and to 158 similar patients treated 
for the same period with streptomycin plus P.A.S. The 
analysis shows that in this short-term view isoniazid comes 
within the same range of effectiveness as streptomycin plus 
P.A.S. The results are summarized in Table XI. Body- 
weight changes are much more favourable in the patients 
receiving isoniazid, and in its effect on general condition 
clinically assessed there appears to be same advantage, 
though not a substantial one. On the other hand, the x- 
ray results, and the changes in temperature, in sedimenta- 
tion rate, and in bacterial content of sputum, appear to be 
rather more favourable in the groups receiving streptomycin 
plus P.A.S., but the differences are not statistically signifi- 
cant ; furthermore, in patients with acute disease of recent 
origin, analysis shows that these differences are smaller 
still or to the advantage of isoniazid (sputum conversion, 
temperature fall). Summarizing, except in respect of weight- 
gain the drug given alone does not’ reveal itself, at the end 


of three months, as any more potent than streptomycin plus — 


P.A.S., but there is no doubt that it is remarkably effective, 
and an impressive addition to the list of chemotherapeutic 
agents in tuberculosis. Its value is enhanced by the fact 
that toxicity is low at the dosage used—200 mg. a day for 
adults—and ‘for the period of administration, three 


months. 


The fact that the drug is potent, that it shows a low 
toxicity at an effective dosage, and that it is easily adminis- 


TaBLE XI.—Summary of Comparisons Between Streptomycin Plus 
P.A.S. and Isoniazid 



































Streptomycin —_ 
plus P.A.S. — 
% oO 
General condition: 
Improvement 2-plus + a 22 32 
a 1-plus es ‘oe 52 50 
Nochange .. a rae fe 22 15 
Deterioration 2 3 
th 2 
Weight: 
Gain 14 Ib, (6-35 kg.)ormore..._ | 14 36 
a 3 Ib. (3-2-5-9 kg.) 26 32 
90 aoe an "” ~~ or no change 46 23 
et 13 8 
Afebrile at 3 months (febrile at start) 67 56 
Sedimentation rate. Fall to ‘normal, a cts 7 
from 20+ in 3 months : 22 20 
Radiograph: : 
Improvement >ohes or ogee ce 29 26 
N change — me 3 3 
° ba i e- 
Deterioration 1 6 
Sputum: Ea : ntg) 
Pre-treatment: Direct positive. &2 84 
oe —- culture only 18 16 
Negative .. 0 0 
At 2'months: Direct positive 49 54 
‘ae Positive euttase only 26 | 24 
TT) Negative 26 | 23 





tered makes it a very tempting drug to prescribe, especially 
for treatment outside hospital. It is therefore highly impor- 
tant that the question of drug resistance be fully studied. 
Preliminary reports (Knox et al., 1952; Steenken et al., 
1952) have been confirmed in this trial; bacillary resist- 
ance to this drug has emerged rapidly and in a high pro- 
portion of cases. After one month some 10% were resistant ; 
after two months 50% ; after three months 70%. Further- 
more, the degree of resistance was high in many cases, the 
proportion again increasing in succeeding months. A pre- 
liminary but detailed analysis has been made to determine if 
the response to treatment was affected by the development 
of drug resistance. Experimentally, it has been demon- 
strated that disease produced by isoniazid-resistant bacilli 
does not respond to treatment with isoniazid (Goulding 
et al., 1952). Clinically, it is not easy to measure the effects 
of drug resistance, since, as found previously with strepto- 
mycin, the patients more severely ill before the start of 
treatment appear to run a greater risk of developing drug 
resistance than the others, and the more ill on the whole 
fare less well. However, the analysis shows clearly that, 
when patients of a similar pre-treatment condition are com- 
pared, those who developed drug resistance during treat- 
ment fared, as a group, less well than the others. This 
finding is important because of the fact that the drug has 
been proved clinically effective. Development of drug 
resistance, on the average, lessens the patient’s immediate 
prospects of improvement ; if the resistance is not reversible 
—and it must be emphasized that that is not known at the 
present stage (though reversion in vitro has been reported— 
Pansy et al., 1952)—it may also affect the patient’s prospects 
under future treatment. In addition, the widespread de- 
velopment of isoniazid-resistant organisms may constitute a 
public-health risk affecting the prospect of persons who 
become infected by treated patients. 

These considerations, and the probability that this new 
drug will be even more effective clinically if development 
of resistance can be prevented, underline the importance of 
studying combinations of isoniazid with other drugs. The 
clinical effectiveness of isoniazid on the one hand and of 
streptomycin on the other may not, in combination, be 
additive, but if they reciprocally prevent development of 
drug resistance the result will certainly be a powerful 
combination. Here, again, the prevention of drug resist- 
ance by combination has been demonstrated in the test- 
tube (Pansy ef al., 1952; Middlebrook, 1952; Knox et al., 
1952), but has not yet been demonstrated clinically. The 
question is being fully studied in the present trial ; a third 
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treatment series, combining streptomycin and isoniazid, was 
introduced at an early stage and was enlarged more recently. 
The few results available at the time of reporting are sugges- 
tive (but can be no more than that): at the end of two 
months of treatment with both drugs, in 9 of 11 cases the 
bacilli remained sensitive to isoniazid; in one sensitivity 
was slightly lowered (resistance to 0.2 »g.); in one there 
was definite resistance. It is interesting to note that before 
the start of treatment the nine sensitive cases were all 
streptomycin-sensitive, while the other two were strepto- 
mycin-resistant. Since the expected proportion isoniazid- 
resistant at two months is over 50%, the findings suggest 
that in the nine cases the bacilli remained sensitive in all 
nine because of the combination with streptomycin, but 
that where the bacilli were already streptomycin-resistant 
the combination could not prevent development of isoniazid 
resistance. These results must await confirmation by larger 
numbers, and conclusive findings will be reported as early 
as possible. It must be emphasized also that we do not 
yet know if isoniazid in combination will prevent develop- 
ment of streptomycin resistance ; if it does not, the combi- 
nation obviously constitutes a risk in that the patients so 
treated may become streptomycin-resistant. 

In conclusion, this preliminary analysis has demonstrated 
the relative clinical effectiveness of isoniazid in pulmonary 
tuberculosis over at least a short-term period, and it has 
confirmed the serious risk of drug resistance. It has demon- 
strated also that, given a trial properly designed and organ- 
ized, and given the co-operation of a great many clinicians 
and bacteriologists, it is possible to obtain, within a period 
as short as five months, answers to these basic questions 
concerning a new drug. Many problems remain, including 
of course the long-term results. Until they are solved, an 
indiscriminate and widespread use of isoniazid, either alone 
or in combination, is clearly not justified. These problems 
are the subject of detailed investigation in the trial still in 
progress. Some may be resolved when further information 
is available on the cases in the first stage of the trial, which 
compares isoniazid with streptomycin plus P.A.S.; others 
relate to the combination of isoniazid with streptomycin 
given daily. In later stages of the trial various treatment 
series have been instituted using combinations of isoniazid 
daily with streptomycin twice a week, and of isoniazid 
together with different doses of P.A.S. The value of the 
drug and the risk of resistance having been demonstrated, 
such investigations are indispensable to determine how this 
new potent agent can be most effectively used. 


Summary’ 

In a clinical trial of isoniazid (isonicotinic acid hydra- 
zide) 331 patients with various forms of pulmonary tuber- 
culosis were studied; 173 were treated with isoniazid 
(200 mg. daily), 158 with streptomycin (1 g. daily) plus 
P.A.S. (20 g. daily). Treatment was randomly allocated 
in all cases, and at the time of selecting a patient the 
treatment which he would receive was unknown to the 
physician. The present interim report analyses the re- 
sults at the end of three months’ treatment and obser- 
vation. The trial is still in progress with over 750 
patients. 

Three main groups were observed: Group 1, with 
acute rapidly progressive disease of recent origin ; 
Group 2, with other forms suitable for chemotherapy ; 
Group 3, with chronic disease considered unlikely to 
respond to chemotherapy. 

On admission the two treatment series had a similar 
distribution of patients with severe and less severe 
illness. 

Isoniazid showed low toxicity at the dosage used and 
for the period of three months. 

At the end of three months there was rather more 
improvement in general condition in the patients on iso- 


niazid (H) than in the other patients (SP), but the differ- 
ences are not great. Average weight gains were con- 
siderably greater in the H cases (11 1b.) than in the SP 
cases (6 Ib.). 

Temperature fell to normal in 67% of febrile SP cases 
and in 56% of febrile H cases; in the acute Group 1, 
temperature fell to normal in 64% of SP cases and 68% 
of H cases. In cases with a sedimentation rate over 20 
before treatment, it fell to 10 or less in 22% of SP cases 
and 20% of H cases. 

The radiological changes were independently assessed. 
Two-plus or 3-plus improvement was seen in 29% 
of SP cases and 26% of H cases ; in the acute group, it 
was seen in 37% of SP cases and 40% of H cases. 
Under streptomycin plus P.A.S. there was_radiological 
deterioration in one case, and three deaths ; under iso- 
niazid, deterioration was seen in 10 cases and there was 
one death. 


The proportion of cases becoming bacteriologically 
negative before the end of the second mionth was 26% 
for SP cases and 23% for H cases. 

The conclusion, judging wholly from short-term re- 
sults, is that isoniazid is a very effective drug in pulmo- 
nary tuberculosis, but given alone it is not more effective 
than streptomycin plus P.A.S. 

Bacillary resistance to isoniazid was found in 11% of 
cases at the end of the first month, in 52% at the end of 
the second, and in 71% at the end of the third. Lack of 
progress, as assessed by radiological change, was found 
to be related to the emergence of drug resistance. This 
is therefore a most serious problem affecting the use of 
isoniazid. The effects of combining isoniazid with other 
drugs are under study. 
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A.C.T.H. AND CORTISONE IN 
TREATMENT OF COMPLICATIONS OF 
LEPROSY . 


BY 


JOHN LOWE, M.D., M.R.C.P. 
Specialist, Nigeria Leprosy Service 


The chemotherapy of leprosy with sulphone is now being 
widely practised, with good results. The thiosemicarba- 
zones also are being used with promising results, and 
other chemotherapeutic agents are under study. Leprosy 
treatment is becoming established on sound lines, and 
the outlook is very encouraging. 

Certain complications of leprosy are still very difficult 
to treat, and, because of their nature, may be precipi- 
tated or aggravated by chemotherapy, rendering treat- 
ment of the underlying disease difficult. A further diffi- 
culty of chemotherapy, particularly with sulphones, is 
that occasionally a patient after a few weeks’ treatment 
becomes intensely allergic to the drugs used, and this 
allergy shows itself by drug fever, dermatitis which may 
exfoliate, and hepatitis which may be severe and lead 
to liver necrosis, the whole condition sometimes being so 
severe as to result in death. 

These complications are not fully understood, but 
there are certain resemblances between them and those 
conditions which are alleviated by A.C.T.H. and 
cortisone, and a trial of these hormones was therefore 
strongly indicated. The value of A.C.T.H. and corti- 
sone in the treatment of hypersensitive states and drug 
allergy showing itself as dermatitis has been clearly 
demonstrated, and the hormones are obviously worth a 
trial in the potentially dangerous condition of/allergy to 
sulphones. 

There were, however, certain obvious dangers. 
Leprosy, like tuberculosis, is a disease in which trouble- 
some symptoms may sometimes be caused by excessive 
tissue reaction to the bacilli and their products. This 
I believe to be true, though in widely varying degree, 
in all forms of leprosy. The action of A.C.T.H. and 
cortisone apparently consists largely in reducing this 
tissue reaction and thus alleviating symptoms so long as 
the action of A.C.T.H. or cortisone lasts. But it is this 
same tissue reaction which is needed to localize the 
infection and, in time, to overcome it. The question 
therefore arose whether A.C.T.H. and cortisone might 
not, while relieving symptoms, aggravate the underlying 
disease by reducing the tissue reaction which was keep- 
ing it in check. A good discussion of the action of 


cortisone and A.C.T.H. in tuberculosis appeared in a 
leading article in the British Medical Journal (1951) out- 
lining the difficulties and dangers. It seemed probable 
that the use of these hormones in leprosy would be 
attended by the same difficulties. 

It was, however, thought there were factors which 
favoured the use of A.C.T.H. and cortisone in the 
treatment of complications of leprosy, the main one 
being that these complications, when untreated, usually 
last only a week or two and then subside, although they 
often recur ; therefore a few days’ treatment, repeated 
later if necessary, might tide the patient over the natural 
period of the complication but not be sufficient to 
aggravate the underlying disease. Further, it was 
thought that by continuing chemotherapy during 
hormone treatment, and even perhaps increasing the 
dose, any tendency to aggravation of the disease by the 
hormones might be overcome. These hopes were not 
fulfilled. 

Nature of the Complications 


’ Sulphone Dermatitis, etc. 

This syndrome, which includes drug fever, a generalized 
dermatitis which goes on to exfoliation, inflammation of 
mucous membranes, a general lymphadenitis, and hepatitis 
with jaundice which may be latent or overt, has constituted 
the main difficulty of mass sulphone treatment here in 
Nigeria, where it has been seen in about 2% of treated 
cases. It is not a true toxic effect of sulphones ; it is caused 
through the patient becoming allergic to sulphones, as is 
indicated by the following facts. (1) It occurs between the 
third and ninth weeks of treatment, and if it does not occur 
then it will not occur at all. (2) A patient who has been 
taking full doses, such as 200 mg. a day, without trouble. 
will, when he has become allergic and has later recovered 
from the dermatitis syndrome, get a recurrence after a single 
small dose, often. as low as 20 mg., of sulphone ; the same 
patient after desensitization will tolerate full doses again 
without difficulty. (3) The condition is exactly the same as 
is seen in sulphonamide sensitization. The administration 
of a single tablet of any sulphonamide will cause an immedi- 
ate recurrence of symptoms in a person who has recovered 
but not been desensitized, and a severe aggravation in a 
person still suffering from sulphone dermatitis. (4) Anti- 
histamine drugs are of value in the treatment of this 
condition. 

This condition demands early recognition, the immediate 
cessation of sulphone treatment, the avoidance of all 
sulphonamides, treatment with antihistamines, and good 
nursing. Even with these the patient is seriously ill and 
recovery takes several weeks. Without these the condition 
may cause death, particularly when experienced physicians 
are not available. So far the treatment of this condition has 
been along the lines indicated, and recovery has been very 
slow. 

Acute Leprous Neuritis 

A chronic neuritis is common in leprosy of all types. In 
the lepromatous type, with which we are almost exclusively 
concerned in the present study; leprous involvement of 
certain nerve trunks, particularly the ulnars and peroneals, 
is almost always present. Histopathological studies show 
large numbers of bacilli lying in the epineurium, peri- 
neurium, and endoneurium of the nerves, and usually there 
is little tissue reaction to these bacilli, and swelling of the 
nerve is not marked. At certain phases of the disease, and 
particularly in the middle or towards the end of the long 
chemotherapy of the disease, such nerves may suddenly 
become very thick, painful, and tender. The pain may be 
extremely severe and persistent, and without powerful anal- 
gesics the patient may be in agony for several days, or even 
weeks, until the inflammation spontaneously subsides. This 
it always does ; but before this happens irreparable damage 
to nerve® fibres often occurs, and trophic lesions and 
deformities follow. 
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The cause of these attacks of neuritis is not clear. There 
is no reason to believe that they are due to any increase in 
the leprous infection in the nerve, for they frequently occur 
when the leprous infection throughout the whole body is 
steadily being controlled by chemotherapy. The probable 
explanation is that the interstitial cells in the nerves sud- 
denly and temporarily acquire the power to react violently 
to the leprous infection present. 

In the past no effective treatment was available ; surgical 
removal of, or making multiple longitudinal incisions in, the 
nerve sheath, with relief of pressure and of pain, offered a 
good measure of success, but this was obviously not to be 
undertaken by anyone anywhere. Recently I have been using 
with much success injections of procaine (3 to 4 ml. of 2% 
solution) inside the nerve sheath of the affected portion of 
nerve, the nerve being punctured through the skin at two 
or three places an inch (2.5 cm.) or so apart, and 1 to 2 ml. 
of the solution being injected at each place. The affected 
nerves are usually so thick that location and injection are 
easy and cause little pain, especially if the first injection is 
given proximally, to produce a blocking effect. The effect 
of the injection lasts two to three days, by which time the 
neuritis may be subsiding, though two, or even three, injec- 
tions may have to be given before subsidence occurs. It 
seems possible that the effect of the procaine is a double 
one—an analgesic action and an antihistamine action. The 
antihistamine action of procaine is now widely recognized. 

The nature of this complication, and the facts outlined 
above, clearly suggest that cortisone or A.C.T.H. might be 
of value in its treatment. 


Acute Leprous Eye Inflammation 

In the majority of cases of leprosy of the lepromatous 
type there is leprous involvement of the eye, both superficial 
and deep, in the form of keratitis, scleritis, and uveitis. 
These can be detected by special methods of examination 
(for example, the slit-lamp); ordinary clinical examinations 
may not reveal them. The vision is often very little affected. 
Here again, as in neuritis, this chronic infiltration may sud- 
denly develop into acute or subacute inflammation, with 
obvious leprous lesions in the sites mentioned, causing 
deformities and opacity of the coverings of the eye, and 
inflammation and adhesions of the iris, often with secondary 
glaucoma. 

These acute or subacute attacks may be extremely distress- 
ing, and may last for several weeks or months and lead to 
partial or complete blindness. In the long run chemo- 
therapy will arrest the leprous process in the eye, but attacks 
of eye inflammation may occur during treatment and some- 
times seem to be precipitated by treatment. 

Here again it would appear that the attacks are caused 
by the temporary increase in response of the tissue cells of 
the eye to the leprosy bacillus and its products rather than 
by an actual increase in leprous infection ; in other words, 
the attacks indicate some kind of sensitization, and A.C.T.H. 
and cortisone are therefore worth trying. 


Lepromatous Reaction 

This, probably the commonest complication of leprosy, 
is known as leprotic fever and erythema nodosum leprosum. 
It often occurs entirely apart from, though it may be precipi- 
tated by, chemotherapy. Some workers have claimed that 
the naturally occurring reaction and the reaction produced 
by chemotherapy are different, but I have not been able to 
differentiate them. 

A typical case shows fever, usually irregularly remittent 
or intermittent, headache, pains in limbs, malaise, and 
anorexia. There is often some inflammatory reaction in 
the leprous lesions of the skin and mucous membranes, as 
well as in the nerves, the lymph nodes, the eye, and else- 
where. Sometimes the lesions of the skin and mucous mem- 
brane become very swollen and may ulcerate. 

In addition there is usually a crop of “new” lesions 
which take the form of areas of inflammatory induration 


in the skin and, still more often, in the subcutaneous tissue. 


(These swellings give rise to the name erythema nodosum 
leprosum.) They are commonest in the limbs and on the 
face, less common on the trunk. 

The condition usually lasts a week or two, and then 
subsides, often to recur later. In a few cases reaction is 
continuous for months. Unless it involves delicate tissues, 
such as the nerves and the eye, it may do little immediate 
harm. In the untreated disease, however, reaction is usually 
accompanied or followed by clinical deterioration. In 
patients receiving chemotherapy, reaction is usually fol- 
lowed by clinical improvement—in fact, it has been stated 
that in many lepromatous cases reaction is “ the inevitable 
accompaniment of any successful treatment.” Nevertheless 
it can be a very troublesome conditfon and have serious 
physical and psychological effects on the patient; it can 
greatly handicap attempts at chemotherapy. A reliable 
method of mitigating its frequency and severity is urgently 
needed. 

The causation of the reaction is not fully understood. 
Certain features, such as the appearance of new lesions, 
suggest that lepra bacilli are being disseminated by the blood 
stream’; other features suggest that the tissues temporarily 
acquire the power to react to the lepra bacillus or its pro- 
ducts, whose previous presence had provoked little such 
tissue reaction. Probably both these factors play a part in 
causing the reaction. 

Roche ef al. (1951) recorded the beneficial action of 
A.C.T.H. on the reaction, with iritis also present in one case 
and neuritis in two cases. The symptoms were promptly 
relieved, but they returned in a few days. This temporary 
relief was thought to be of value. 


Treatment 

The number of cases treated with hormones up to 
February 10, 1952, was 38, made up as follows: sulphone 
dermatitis, etc., 4 cases; acute neuritis, 8; acute leprous 
eye inflammation, 7; lepromatous reaction, 16 ; tuberculoid 
reaction, 1 ; leprous elephantiasis, 1 ; acute leprous arthritis, 
i. 

Apart from four cases of leprous eye inflammation treated 
with cortisone applied locally, all hormones were injected 
(only injectable hormones were available). The initial 
recommended dose of A.C.T.H. for full effect is 50 mg. 
six-hourly, and of cortisone 100 mg. 12-hourly. In our 
work the dosage used has varied widely. Only small sup- 
plies of A.C.T.H. were at first available, and rigid economy 
was essential. The dosage used was 25 mg. twice daily, and 
the response was good in most cases. Later, when adequate 
supplies reached us, the dosage was increased to 25 mg. six- 
hourly, with still better early response. Later still, when 
some bad late results were seen, smaller doses were resumed 
so as to prevent these. The work with cortisone was started 
with full doses (100 mg. 12-hourly), but later, in an attempt, 
to minimize the bad effects, smaller doses were given. 

The period of administration was as short as possible, 
only sufficient to relieve fully all acute symptoms. Two or 
three days at full doses usually sufficed to produce a marked 
improvement, though a further two days’ treatment at 
diminishing doses was sometimes given. When smaller 
doses were used the period of administration was four or 
five days, the last day or two being at very low dosage. 

When symptoms recurred after the initial short course of 
treatment the course was repeated, in some cases several 
times, with modifications to correspond to the clinical 
condition. _ 

During hormone treatment the chemotherapy of leprosy 
(except in cases of sulphone dermatitis) was continued at 
full doses in the early phases of the work. Later it was 
found necessary to reduce the dose in some cases. 


Results 
Sulphone Dermatitis, etc. 
Four cases of this complication have been treated with 
hormones. In all four cases cortisone was given—100 mg. 
12-hourly for two days, 50 mg. 12-hourly for one day, and 
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then stopped. The response was in all cases dramatic. The 
following is a typical case report. 

The patient was admitted from an out-patient clinic with a 
history of sulphone treatment for leprosy having been started 
recently, and an illness of nine days’ duration, with fever, much 
irritation of the skin, followed by blister formation and exudation 
of fluid. 

On admission he showed inflammation of the skin of the whole 
body; in some areas there was a follicular dermatitis, with much 
oedema of the skin, in other areas blister formation, and in still 
other areas desquamation of blackened epidermis, leaving a raw 
surface. There were puffy swelling of the face and conjunctivitis ; 
the lips were black and cracked, and the mucous membranes 
of tongue and mouth were red and inflamed. The spleen, liver, 
and lymph nodes were enlarged. There was remittent fever, 
100-103° F. (37.8-39.4° C.). The patient was extremely miserable, 
and complained mainly of skin irritation, causing sleeplessness, 
headache, and soreness of the mouth, making eating and drinking 
very difficult, and loss of all appetite. 

Cortisone, 100 mg., was given twice daily for two days, and 
on the third day the dose was halved. Within a few hours the 
patient felt better, and said the irritation was less, though there 
was no visible improvement. Within 24 hours he looked better 
and the fever had stopped. Durihg the next two days’ treatment 
improvement continued, with extensive desquamation of the skin. 
Appetite returned. After the hormone treatment was stopped, 
improvement continued, and there was no tendency to recurrence ; 
dead epidermis peeled off extensively, exposing healthy but rather 
red and raw skin underneath. At the end of one week desquama- 
tion had finished except on the palms and the soles, and the 
mucous membranes were normal. 

Thus recovery was, for practical purposes, complete in a week 
and there were no untoward symptoms. In previous cases, with- 
out hormone treatment, this degree of recovery required at least 
a month, and the antihistamine drugs, if used for long periods, 
produced toxic effects, mainly severe depression. 

All the four cases of sulphone sensitization treated with 
cortisone responded in the same way. In three of them 
one single short course of three days’ treatment was enough 
to control the condition and see the patient well on the way 
to recovery, and no recurrence has followed the cessation 

of treatment. In the fourth case a mild recurrence necessi- 
tated a second short course of treatment. This hormone 
treatment was not enough to exert any ill effect on the 
leprosy. 

All the four cases were of several days’ duration before 
hormone treatment was started. If hormone treatment 
could be instituted within 24-48 hours of the onset, the 
complication could, it is felt, be rendered benign. 

These findings are considered to be of great practical 
importance, removing the one real danger associated with 
sulphone treatment. 


Acute Neuritis 


Eight cases of acute leprous neuritis have been treated 
with short courses of A.C.T.H. or cortisone by the methods 
outlined. In all these cases the immediate response has 
been excellent. Within a few hours the pain was less, and 
within 24-48 hours it had gone or almost gone, and the 
affected nerves were much less thick and tender. In four 
the cessation of treatment was not followed by an early 
recurrence, although in three of them there was a recur- 
rence a month or more later, in each case milder than the 
original attack. In the other four recurrence did follow 
the cessation of hormone treatment, and they were then 
given three to five short courses of hormone treatment. In 
three of these four cases there was some evidence that the 
hormone treatment had aggravated the leprosy. In one the 
attacks of neuritis appeared more frequent after the hor- 
mone treatment than before it ; in the other two the neuritis 
was relieved, but reaction and iritis recurred. 


Thus of these eight cases of acute neuritis the ultimate 
results of treatment may be considered good in four, but 
in the other four the results appeared to be bad. It is 
noticeable that the better results were seen in those four 
patients who received only one short course of hormone 
treatment. It seems that cortisone and A.C.T.H. treatment 
may be justified so long as only one short course is given. 
If recurrence follows, further courses of hormone treatment 


are contraindicated. On the other hand, the efficacy of 
injecting procaine into the nerve as already described should 
not be overlooked. This procedure is much simpler and 
safer, and, on evidence available, remains the treatment of 
choice for acute leprous neuritis. Short courses of hormone 
treatment might, however, be justified in persons with acute 
neuritis in the facial nerve, for this may cause severe and 
permanent disfigurement, and even blindness following 
inability to close the eyes. 


Leprous Eye Inflammation 

In all, seven cases of this nature have been treated with 
hormones. Three had injections of A.C.T.H. and four had 
cortisone eye drops. All three treated with A.C.T.H. 
showed a good early response, with lessening of pain 
within 24 hours and visible improvement in 24-48 hours, 
and reduced inflammation. When the short course of hor- 
mone treatment was completed all acute signs had gone, 
though the chronic lesions remained. A few days later the 
symptoms returned and the short course was repeated. One 
case had three recurrences and the other two had four, each 
recurrence getting milder and finally ceasing. In two of 
the three cases, however, while the eye inflammation was 
controlled, the hormone treatment was followed by other 
complications—in one case reaction, and in the other 
reaction and neuritis. Of these three cases, the most 
striking is here described. 

A very severe long-standing lepromatous case with severe eye 
affection; the right eye was completely blind because of chronic 
leprous inflammation of cornea and of uveal tract; the left eye 
showed severe chronic inflammation of cornea and iris, and a 
small leprous nodule at the corneo-sclerotic junction; there was 
still useful vision in this eye. Sulphone treatment had been given 
for three years, with marked improvement in lesions of skin and 
mucous membranes, and the leprous process in the left eye had 
been. arrested, but slight attacks of inflammation had occurred 
several times. 

Suddenly the left eye became acutely inflamed, the nodule 
became much larger, and the eye showed severe congestion, both 
superficial and deep, with intense photophobia and headache. 
Treatment -along the usual lines with atropine and other general 
measures was given for 10 days, but the condition grew worse 
and the vision rapidly deteriorated. 

A.C.T.H., 25 mg. twice daily, was given for two days. There 
was symptomatic relief in a few hours, visible improvement in 
24 hours, and still further improvement in 48 hours. The signs 
of acute inflammation disappeared for one week. A relapse was 
then treated as before, with similar results—subsidence for one 
‘week, followed by relapse, necessitating further treatment. In all, 
three relapses recurred, and four two-day courses of A.C.T.H. 
were given. After the fourth course the condition remained 
quiescent ; the patient has now been free from all acute symptoms 
for three months, and vision is no worse than before the attack. 
Chemotherapy (TB1) was continued throughout. 

It is considered that hormone treatment almost certainly saved 
this patient from complete blindness. 

The other four cases of less acute leprous eye inflamma- 
tion were treated with cortisone eye drops, used, so far as 
was possible, every hour by day and less often at night. 
None of these cases were as severe as the case already 
described; all four responded well to treatment, which 
was continued for three days, and later resumed when there 
were mild recurrences. All four patients have now been 
free from acute symptoms for several weeks. Further cases, 
more severe and more typical, are needed for further study, 
but they are not at present available here. 

The present study indicates that hormone treatment of 
leprous eye inflammation is likely to be of great value. 
Injected hormones, however, have tended to aggravate other 
manifestations of leprosy. The -local use of cortisone is 
likely to be the method of choice, but our experience of 
this method has so far been limited by lack of suitable cases. 


Lepromatous Reaction 
In all, 16 cases of acute lepromatous reaction have been 
treated. In every case the acute symptoms disappeared 
rapidly under hormone treatment, given for two or’ three 
days. In 12 out of the 16 symptoms recurred a few days 
later, and further courses of treatment were given. Further 
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recurrences were seen in some of the cases, and each 
recurrence was only temporarily. controlled by hormone 
treatment. 

As the work progressed it became clear that, while acute 
symptoms were being controlled temporarily, the condition 
of several of the patients was definitely worse than before 
treatment, and that reaction was becoming more common 
and more severe. The investigation was stopped and the 
position assessed. Of the 16 patients, six appeared to have 
benefited (all of these had only one or two short courses) ; 
in four the. results were doubtful (these had one to four 
courses, average three); in the other six the results were 
regarded as bad (these had between’ one and nine courses, 
average five). All attempts to improve the results by smaller 
total dosage and tapering off the dose failed. 

These results indicated that the hormone treatment of 
lepromatous reaction is attended by considerable danger of 
aggravating both the complications and the underlying 
disease, and is therefore contraindicated. It does more 


harm than good. 
Other Complications 


One case of apparently leprous arthritis, which previously 
had often occurred, was apparently cured by one short 
course of hormone treatment. 

One case of leprous elephantiasis of the legs showed 
marked temporary improvement followed by relapse, and 
further courses were followed by general reaction; the 
result was therefore bad. 

One tuberculoid case of leprosy (the only one in the 
present series) came in the phase of acute -tuberculoid re- 
action with marked inflammation of the skin lesions, of the 
affected mucous membranes, and of the nerves. One short 
course of hormone treatment brought considerable allevia- 
tion of symptoms, but further courses were regarded as un- 
desirable in this localized and usually benign form of 
leprosy because of the danger of abolishing the cellular 
reaction which localizes the disease in such cases. 


General Conclusions 


While the acute manifestations of leprosy can be very 
readily controlled by hormone treatment, there is a grave 
danger of aggravating the underlying disease, particu- 
larly in those receiving repeated short courses of treat- 
ment, and even of aggravating the particular symptoms 
to alleviate which the hormone has been given. Thus the 
early results are good, and the late results too often bad. 

Attempts to minimize the bad late results by modified 
dosage and by energetic chemotherapy during hormone 
treatment have met with little success. Nevertheless, in 
two complications of leprosy and its treatment, both of 
them serious, the results are striking and are usually 
attained with such small doses that hormone treatment 
is fully justified. These two complications are : (1) sul- 
phone sensitivity, with drug fever, dermatitis, and 
hepatitis, and (2) acute and subacute leprous eye inflam- 
mation, in which condition the local use of cortisone 
appears to be effeetive and safe, and is to be preferred to 
injection. 

Apart from these’ two conditions the use of hormone 
treatment of leprosy is usually contraindicated. In some 
cases of acute neuritis, carefully selected as showing only 
mild residual leprous infection after chemotherapy, one 
short course might be justified, but other methods of 
treatment appear preferable. 

I am greatly indebted to Nyegaard and Co., of Oslo, Norway, 
for free supplies of their “‘ nyco” brand of A.C.T.H., with which 
the work was started; and also to the Medical Research Council 


for supplies of A.C.T.H. (Armour) and cortisone (Merck). All 
three preparations appeared to be fully active. 
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PNEUMONIAS ARISING DURING THE 
COURSE OF UPPER RESPIRATORY 
INFECTIONS 
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AND 
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(From the Military Hospital, Shorncliffe) 


During the period from August, 1950, to May, 1951, 393 
Service men from Shorncliffe Camp reported sick with 
coryzal symptoms. Their ages ranged from 17 to 44. 
Of these cases 126 were referred to the Shorncliffe 
Military Hospital either because they were unfit for duty 
for longer than 48 hours or because they were suspected 
of having pulmonary complications. Of those referred, 
48 were found to have abnormal chest radiographs : the 
seasonal incidence of these opacities is shown in Table I. 


TABLE I.—Seasonal Incidence 








. Other Upper 
Virus | Other Resp. Infections 
Pneumonias Opacities Admitted to 
Hospital 

August, 1950 re 0 2 4 
September, 1950 .. 0 1 3 
October.1950__... 1 4 8 
November, 1950 .. 0 7 8 
December, 1950 .. 1 3 4 
January, 1951 0 8 11 
February, 1951 0 7 13 
March, 1951 1 7 4 
April, 1951 0 s 12 
May, 1951 0 2 11 














Three of these cases were diagnosed as virus pneumonias. 
They showed marked constitutional symptoms, with a 
pyrexia of above 103° F. (39.4° C.), which failed to 
respond to combined sulphadimidine and _ penicillin 
therapy. No pathogenic bacteria were isolated from 
their sputa, and they demonstrated a neutropenia in 
association with a raised erythrocyte sedimentation rate. 


‘Two developed cold agglutinins to titres of 1/2,560 and 


1/512 respectively. Serological investigations in the 
third case, in which cold agglutinins were not found, were 
negative on the fourth and tenth days for influenza A 
and B, ornithosis, the lymphogranuloma venereum 
group, Q fever, and the streptococcus MG. 

In the remaining 45 cases examination of the sputum 
revealed a mixed growth of throat commensals, and the 
course of the disease was unlike that of the virus group 
by reason of the minimal constitutional symptoms, the 
rapid response to sulphonamides, and certain other 
features that are described below. They were divided 
into two groups on the basis of the total neutrophil count, 
which was considered to be a more reliable guide than 
the total number of white cells. In Group I (17 cases) 
the neutrophil count was below 7,500 per c.mm., and in 
Group II (28 cases) it ranged from 7,500 to 25,000 
per c.mm. 

It is the purpose of this paper to discuss both groups, 
but especially Group II, with reference to aetiology and 
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clinical course and to suggest an approach to their treat- 
ment. The tables have been divided into the two groups 
on the basis of the neutrophil count. 


History and Presenting Symptoms 


There was no important difference in the distribution of 
presenting symptoms in either group. However, in Group I 
they tended to be less severe. The length of history aver- 
aged eight days in Group I and.six days in Group II. Three 
clinical types of onset were recognizable: (1) Catarrhal (18 
cases): characterized by catarrhal obstruction of the nares, 
cough, lassitude, sweating, and a dull frontal headache ; 
(2) bronchitic (5 cases): characterized by a productive 
cough with the expectoration of between 1 and 3 oz. (28 and 
85 ml.) of yellowish-green sputum a day and wheezing ; and 
(3) non-specific (17 cases): characterized by myalgia, malaise, 
a trace of white sputum, and a generalized headache. Five 
cases could not be included in this classification; their 
symptoms included nausea and vomiting (four), diarrhoea 
(one), and sore throat (three). A proportion of both groups 
developed more specific symptoms referable to the chest 
(Table ID. 

TaBLe Il.—Jncidence of Chest Symptoms 











Symptom Group I Group Il 
Cough 15 24 
Sputum 12 14 
saeoues 3 6 
Pleuritic pain 7 14 
Blood-stained sputum 3 3 





Family History—Three patients had a near relative who 
had suffered from pulmonary tuberculosis, and seven had 
a brother or sister who was described as “chesty.” It 
would therefore seem that the family history is of little 
significance in this series. 

Past History.—Sixteen cases gave a past history of chest 
disease, but none had suffered from a pulmonary infection 
in the year preceding admission. Those who stated that 
they had contracted bronchitis had remained at work 
throughout their illness. Table III shows the incidence of 
previous chest disease. 


TaBLe II].—IJncidence of Previous Chest Disease 








Disease | Group I ; | Group II 
Pneumonia ‘ mA | 2 4 
Lymphocytic pleural effusion ct 2 0 
Acute bronchitis (single attack) 0 3 
Dry pleurisy | 3 1 
Recurrent winter cough l 0 











Physical Signs——Signs confirming the presence of an 
upper respiratory infection were detected in 18 cases and 
included one or more of the following: catarrhal nasal 
obstruction, tonsillitis, conjunctivitis, and carious teeth. 
Four had tenderness over the superficial air sinuses, which, 
on x-ray examination, revealed no abnormality. The 
pyrexia, pulse, and respiration are shown in Table IV. It 


TaBLe IV.—Temperature, Pulse, and Respirations 








+ Group I Group II 

Apyrexial * 6 0 

Temperature< 98-4—101-5° F | 15 
Over 101-5° F 13 

70-90 a minute 10 

Pulse< 91-110,, ,, .- a cane 14 
Over110,, ,, ‘ S 1 4 

16-25 a ‘minute | 16 3 

Respirations< 26-30 me 4 1 19 
Over 30, oo en 0 6 








will be seen that there is a significant difference between 
the two groups, most of the patients with a pyrexia of above 
101.5° F. (38.6° C.) falling into Group II. With the excep- 
tion of three cases, all patients-with a pulse rate of above 
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90 a minute are found in Group II, and the higher respira- 
tory rates are also observed in this group. Table V indi- 
cates the distribution of the remaining physical signs. Those 
usually associated with consolidation were found only in 
Group II. 

TaBLe V.—Distribution of Physical Signs 














Physical Signs Group I Group II 
Tubular breathing ; 0 6 
Whispering pectoriloquy 0 5 
Bronchophony 0 3 
Impaired percussion note 2 6 
Impaired air entry 2 3 
Pleural friction rub “) 2 3 
Crepitations 10 28 
Rhonchi _.... 9 6 
No physical signs 2 0 





X-ray Appearances.—Postero-anterior and lateral films 
were taken on admission, 48 hours later, again when the 
patient became afebrile, and a fourth immediately before 
discharge. The lesions consisted of a patchy coarse mottling, 
merging at the periphery, with normal lung markings. Where 
two or more segments were involved the central portion 
tended to become more homogeneous, though never 
approaching the density of lobar pneumonia. Although 
there was no mediastinal displacement, in three cases in 
Group I the mottling assumed a triangular shape with the 
apex at the hilum, strongly suggesting segmental atelectasis. 
Pleural fluid was seen in 10 cases—in three as a trace at 
the costephrenic angle, in six in the interlobar fissures, and 
in one it was considerable. This last case, together with 
five others, occurred in Group II, the remainder in Group I. 
Table VI shows the segmental involvement, and the pre- 


TABLE VI.—Segments Involved (Nomenclature after Foster 























arter) 
Right Cases Left Cases 
Lower lobe: _ Lower lobe: | 
Posterior basic ies on 11 Posterior basic 12 
Middle basic ua ahs 4 Middle basic 2 
Anterior basic ice vs 3 Anterior basic . . 4 
Cardiac PY ea 6 _— sila 
Dorsal 6 Dorsal .. 5 
Total .. re 20 Total “ 23 
Middle lobe: Lingula: 
Anterior as a oa 3 Superior re i 1 
Lateral - ies a 0 Inferior _ - 1 
Total 3 Total i 1 
Upper lobe: Upper lobe: 
Apical 1 Apico-posterior i 
Postero-lateral 2 =. - 
Antero-lateral 1 Antero-lateral 2 
Total 3 Total 3 














dominance of the lower lobes should be noted. The 
frequency of multisegmental involvement is shown in Table 
VII. Those cases in which more than one segment was 
involved fall largely into Group II. 


TaBLeE VII.—Multisegmental Involvement 








No. of Segments Involved Group I Group II 
1 15 1S 
; 2 2 10 
3 1 
4 2 











Pathology. —A specimen of sputum was collected by per- 
cussion postural drainage before the beginning of chemo- 
therapy. Two further specimens were collected in a similar 


‘manner at daily intervals. All three were examined as direct 


smears by Gram and Ziehl—Neelsen stains, and by culture 
on blood-agar plates,. and Dorset’s egg and Léwenstein- 
Jensen media. White blood counts were made on the first 
and third days, and subsequently as indicated by the clinjcal 
condition. Specific agglutination tests were not performed 
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on Groups I and II. In a large proportion of cases in 
Group II cold agglutination tests proved negative on the 
tenth day. 
Results 
Table VIII shows the organisms isolated from the sputa 
of the two groups and from throat swabs taken from healthy 
soldiers. There was no significant difference in the distri- 


TasLe VIII.—Bacteriology of Sputa and Normal Throats 

















7 Sputa Normal 

Organism Throat 

Group I | Group II Swabs 
Pneumococcus .. na a ‘i 3 + 17 
Beta haemolytic streptococci .. 3 5 10 
Alpha haemolytic streptococci 9 8 20 
Non-haemolytic streptococci .. 6 38 18 
Coagulase-negative staphylococci 5 9 1 
pow ane ape — d pha ei a 1 0 0 
eisseria catarrhalis an ryngis grou 14 21 19 
Caadida albicans is oe - we 1 0 0 
No. of cases 17 28 20 








bution of the organisms in either group. Where pneumo- 
cocci were isolated they occurred in a minority with other 
throat commensals. 

The white-cell count, expressed as the absolute number of 
lymphocytes, monocytes, basophils, and eosinophils, did not 
differ from the normal as proposed by Osgood et al. (1939). 
The absolute neutrophil counts are shown in Table IX. 


TaBLeE IX.—Distribution of the Neutrophil Count 

















Neutrophils per c.mm. Group I Group II 
1,500 to 3,500 .. 5 
3,500 ,, 5.500 .. 5 
Stee op teen .. we - 7 
7,500 ,, 10,000 .. - i 13 
10,000 .. 25,000 .. ded ; 15 
Discussion 


Before this series can be considered as a clinical entity 
certain other causes of pneumonia must be excluded. From 
the past history it seems improbable that we were observing 
cases of unresolved pneumonia associated with bronchi- 
ectasis. The clinical picture and sputum cultures likewise 
excluded pulmonary tuberculosis. The absence of a pre- 
dominant growth of pneumococci in the sputum and the 
radiological appearances differentiated the cases from 
bacterial lobar pneumonia. Moreover, in Group I the 
neutrophil count remained within normal limits. 

The presence of 8 haemolytic streptococci in the throats 
of healthy persons has been noted by Opie et al. (1921), 
while Heffron (1939) thought Friedlinder’s bacillus to be 
a common inhabitant of the nasopharynx. In view of the 
work of Conant (1945) the isolation of a few colonies of 
Candida albicans from one case was not regarded as of 
pathological significance. 

Streptococcus viridans has rarely been incriminated in the 
production of pulmonary lesions. However, Solomon and 
Kalkstein (1943) described five cases, with four deaths. 
They emphasized the severity of the condition and the 
multilobar involvement. None of our cases fulfilled these 
conditions. We therefore believe the isolation of these 
organisms to be of no diagnostic importance. Although 
specific agglutination tests were not performed, the clinical 
picture was unlike that of the virus pneumonias summarized 
by Joules (1950). In Group I the constitutional symptoms 
were minimal, the temperature was normal or below 
101.5° F. (38.6° C.), and the response to sulphadimidine 
or postural drainage alone occurred within 48 hours. There 
was a distinct contrast to the picture presented by the three 
cases of virus pneumonia. Group II, which was associated 
with a neutrophil leucocytosis and a prompt response to 
sulphonamides, was also totally dissimilar to the common 
virus pneumonias. In the more recent cases of the series, 
moreover, cold agglutinins were negative. 


Verco (1949) summarized the radiological findings in virus 
pneumonias. He emphasized the frequency of hilar enlarge- 
ment and the rarity of pleural fluid. None of our cases 
demonstrated hilar enlargement, whilst 10 were associated 
with pleural fluid. We do not, therefore, consider that we 
were treating cases of virus pneumonia. ; 

The association of abnormal chest radiographs with upper 
respiratory diseases has been noted by many workers, 
including Clement (1935), Bowen (1935), Kornblum and 
Reimann (1940), Ackermann (1941), Kennedy (1943), 
Reimann (1947), and by Trail et al. (1944), who reported 
similar cases in Royal Air Force personnel. 

The exact mechanism evoked in the production of these 
lesions was not fully appreciated till the publication of 
Ramsay and Scadding’s paper in 1939. Fourteen of their 
21 cases were of insidious onset, with minimal symptoms 
and few physical signs. The x-ray appearances consisted 
of “ opacities of medium rather homogeneous density, with 
a tendency to coarse mottling.” They concluded that the 
“localized consolidations” were due to aspiration arising 
in the course of upper respiratory infections. Scadding 
(1946, 1948, 1950) has further contributed to our” know- 
ledge of this condition and has recommended the term 
“aspiration pneumonia.” He believes the aetiology in these 
cases to be a mildly infected segmental atelectasis. 

Group I closely corresponds to this picture described by 
Scadding and others. From the description of Group II it 
will be scen that it differs from Group I more by its severity 
than in any essential feature. Factors that would influence 
the severity of an aspiration pneumonia would include the 
nature of the inhaled material, previous respiratory tract 
damage, and the duration of bronchial obstruction. 

Examination of Table VIII shows that similar organisms 
were obtained in mixed culture from both groups. There 
is no reason to believe that they were of different patho- 
genicity. 

Consideration of Table III shows that there is no signifi- 
cant difference in the incidence of past chest disease that 
might have impaired the defence mechanisms and promoted 
massive aspiration. We believe, therefore, that the greater 
severity of Group II depends upon a more sustained 
bronchial obstruction. Since aspiration of mucus need not 
take place concurrently with the onset of prodromal symp- 
toms, the shorter history obtained in Group II does not 
invalidate this proposition. 

Robertson (1943), considering the defensive mechanisms 
that combat aspiration, mentions the ciliary action of the 
bronchial mucosa and the cough reflex. Since the efficiency 
of the ciliary action depends on the integrity of the mucus 
layer (Proetz, 1934), upper respiratory infections may them- 
selves be responsible for impairing the ciliary action and 
promoting aspiration. That aspiration does occur has been 
demonstrated by Amberson (1937), who introduced iodized 
oil into the noses of sleeping patients. The following morn- 
ing he was able to demonstrate radiologically that it was 
within the bronchial tree. : 

Cornwell et al. (1930) injected a suspension of virulent 
pneumococci into the trachea of dogs. The severity of the 
lesion depended more upon the viscosity of the vehicle than 
the dose of the bacteria. This was probably due to a greater 
degree of atelectasis produced by the more viscid medium. 
They also noticed that when morphinization was utilized, 
as a method of anaesthesia the lesions produced were of 
greater severity. As morphine is a powerful cough depres- 
sant its administration would prevent expectoration and so 
favour a greater duration of bronchial occlusion. From 
this evidence it would seem that the treatment of the 
“common cold” with Dover’s powders or codeine tablets 
is unscientific and not without possible danger. 

Fleming (1941) found that a raised carbon dioxide ten- 
sion materially assisted the culture of pneumococci. Such 
a condition may be present in a collapsed segment of lung 
and assist the growth of the entrapped bacteria. This would 
be reflected in the neutrophil count, the pyrexia, the pulse 
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and respiration rates, and the extent of the radiological 
opacity. We believe that this explains the greater severity 
of Group Il, and suggest that if treatment is inadequate the 
condition may progress to bacterial lobar pneumonia super- 
imposed upon the absorption atelectasis. 


Treatment 


It should be more widely recognized that even such upper 
respiratory infections as the common cold can give rise to 
segmental atelectasis and that this may progress to a moder- 
ately severe pulmonary involvement. Treatment should be 
directed to the prevention of atelectasis by deep-breathing 
exercises, promotion of cough, and the avoidance of cough 
depressants. Particularly we deprecate the use of Dover's 
powders and codeine phosphate. ; 

In Group I the aim of treatment must be to prevent sus- 
tained bronchial occlusion, and to this purpose the same 
measures will apply. In addition postural drainage should 
be instituted and expectoration assisted by simple inhalation 
therapy. If pleuritic pain is present, on no account must 
the respiratory excursions be restricted by the application 
of strapping. However, it is essential that this pain should 
be promptly relieved, because it may cause diminution’ of 
voluntary movement and suppression of the cough. For 
this purpose we have’ used pethidine, 100 mg. orally, or have 
sprayed the chest with ethyl chloride local analgesic. If 
these measures are employed early, and vigorously carried 
out, admission to hospital or additional chemotherapy will 
not be required. 

In Group II chemotherapy will be required, for in addi- 
tion to bronchial occlusion there are infection, consolida- 
tion, and a neutrophil leucocytosis. All our cases responded 
to sulphadimidine. 


Conclusions and Summary 


During the winter of 1950-1 393 Service men reported 
sick with coryzal symptoms. 

Forty-eight of these presented with abnormal chest 
radiographs. 

Forty-five cases were thought to be due to aspiration 
from the upper respiratory tract. They were divided into 
two groups on the basis of the neutrophil count. Group 
I had a normal white count, while Group II was more 
severe and was associated with a leucocytosis. Evidence 
is presented to suggest that Group II resulted from a 
more sustained bronchial occlusion and might have 
progressed to bacterial pneumonia. 

A scheme of treatment has been described: in no 
circumstances must the cough reflex be depressed. 


Our thanks are due to Sir Geoffrey Todd for his most valuable 
comments and guidance in the preparation of this paper; to 
Lieutenant-Colonel A. J. Gray, the officer commanding the 
Shorncliffe Military Hospital; and to Colonel R. H. Robinson, 
A.D.M.S., Home Counties District, for permission to publish. 
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FRIEDLANDER’S PNEUMONIA 
A REPORT ON SIX CASES 
BY 
J. M. BARBER, M.D., M.R.C.P.Ed. 
AND 


A. P. GRANT, M.D., M.R.C.P. 
(From the City Hospital, Belfast) 


In 1882 Carl Friedlander described the large Gram- 
negative capsulated bacillus which he found at necropsy 
in several cases of pneumonia. He regarded it as the 
cause of lobar pneumonia. This was disproved, and 
for a time it was thought to be of no pathogenic signi- 
ficapce. Weichselbaum (1886) established that it was 
the infecting organism of a small percentage of cases of 
pneumonia. Series of cases with reviews of the litera- 
ture have been published by Solomon (1937),-Bullowa 
et al. (1937), Perlman and Bullowa (1941), and Hyde and 
Hyde (1943). 

We wish to draw attention to a type of pneumonia 
which is not affected by penicillin. In the absence of 
specific therapy, cavitation can occur in a few days. 
In spite of advances in treatment the prognosis remains 
serious. 

Case 1 

Five days before admission a man aged 57 got a severe 
wetting on the golf course. That night he felt shivery. The 
next day pain in the right side of the chest, worse on cough- 
ing, was noticed. The cough became more persistent and 
productive. 

On examination he looked extremely ill, but was rational 
and co-operative. His temperature was 102.4° F. (39.1° C.). 
There was dullness at the right base, where numerous 
crepitations were heard, and the voice sounds were increased. 
The sputum was yellow and sticky. The initial chest film 
revealed consolidation, involving most of the right lung. 
The sputum yielded a growth of Friedlinder’s bacillus. 
This was stated to be streptomycin-sensitive but penicillin- 
resistant. 

On his first day in hospital, before the result of the sputum 
examination was known, the patient was placed on sulpha- 














Fic. 1.—Case 1. One year after acute attack. Multiple small 
cavities in right upper lobe. Surrounding fibrosis. Appearances 
substantially unchanged for 10 months. 
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dimidine and penicillin. Next day he became wildly 
delirious. After the bacteriological report the treatment was 
changed to streptomycin, 1 g. eight-hourly. This was given 
for five days. The fever showed a prompt fall when strepto- 
mycin was given, although after its discontinuance there 
were occasional rises in temperature to between 99° F. 
(37.2°C.) and 100° F. (37.8°C.) during the next two 
weeks. 

After the first 48 hours of streptomycin treatment the 
patient’s general condition improved rapidly. Subsequent 
cultures of the sputum grew pneumococci but not Fried- 
lander’s bacillus. No tubercle bacilli were detected in five 
cultures. After two weeks the chest film showed evidence 
of several small cavities in the right upper lobe ; repeated 
chest films revealed slow clearing of the lung fields. There 
was slight displacement of the mediastinum to the right. 
Bronchoscopy (Mr. J. A. W. Bingham) was normal. 

The patient was discharged after eight weeks, and has 
been followed for a year and a half at the out-patient clinic. 
He feels perfectly fit and has returned to work. There is 
no sputum. Chest films continue to show thin-walled 
cavities in the right upper lobe. 

Comment.—We regard this as a typical acute case of 
Friedlinder’s pneumonia. During the first 24 hours in 
hospital his condition rapidly deteriorated. There was a 
dramatic response to streptomycin, which was life-saving 
in this patient. There seems to be no indication for surgery 
in this case. 

Case 2 


A man aged 78 had suffered from dyspnoea on exertion 
for years. He was said to have had influenza for ten days 
before coming into hospital. The main complaint on 
admission was exhaustion. 

On examination he was dyspnoeic and there were physical 
signs of consolidation at the left base. His temperature on 
admission was 100.8° F. (38.2° C.), rising the next day to 
101.4° F. (38.55° C.). He was at first treated by means of 
penicillin and “sulphatriad,” but the pyrexia persisted, 
although it never again rose above 101° F. (38.3° C.). The 
sputum was mucopurulent. It grew a pure culture of 
Friedlinder’s bacillus. An x-ray film of his chest showed 
patchy consolidation throughout the right lung and in the 
left lower lobe. , 

Streptomycin was given; 2 g. daily by aerosol for eight 
days. There was a marked improvement in his clinical con- 
dition in 24 hours. Friedlinder’s bacillus disappeared from 
the sputum, and subsequent cultures showed a mixed growth 
of Pseudomonas pyocyanea, pneumococci, and Proteus vul- 
garis. Repeated attempts to isolate the tubercle bacillus 
failed. 

He made an uninterrupted recovery. In six months he 
was symptomless and the chest film revealed no abnormality. 
The response to streptomycin was complete. 


Case 3 


Three weeks before admission a man aged 61 had sud- 
denly become severely dyspnoeic. This was associated with 
a sharp pain in the left lumbar region. There was a per- 
sistent cough. The sputum was mucopurulent. 

On examination he was dyspnoeic. There were signs of 
consolidation at the right apex and at the right base. He 
was at first regarded as a case of lobar pneumonia and 
treated with penicillin. The temperature fell in five days 
and there was some clinical improvement, but it rose again 
on the fourteenth day, when a pure culture of Friedlander’s 
bacillus was obtained from the sputum. Streptomycin 
therapy was begun. 

A chest film taken on admission showed a patchy con- 
solidation involving the apical region of the right upper 
lobe and the lower part of the right lower lobe. At the 
beginning of the third week a small right-sided pleural 
effusion developed which later slowly resolved. There was 





Fic. 2.—Case 3. Right apical region, showing residual small 
cavities and fibrosis. 


a slow improvement in the chest films, although several 
small thin-walled cavities developed at the right apex. He 
continued to bring up a few ounces of mucopurulent sputum 
daily. Bronchoscopy revealed nothing abnormal. 

When seen as an out-patient six months later he felt well, 
although there was a small amount of sputum each day. A 
chest radiograph showed resolution of the disease in the 
lower lobe, except for pleural thickening. At the right apex 
the small cavities were still present with an increased amount 
of surrounding fibrosis. 

Comment.—In this case there was a rapid response to 
streptomycin. The residua were minimal]. Surgery was not 
indicated. 


\ 


Case 4 


This patient, a man aged 49, had a vague feeling of ili- 
health the day before admission. Within a few hours rigors 
occurred. A “gripping pain” began in the right side of 
the chest. This was aggravated by coughing. He described 
his sputum as “rusty in colour and sticky.” 

On examination he was somewhat dyspnoeic. The 
respiratory rate was 28. Expansion was diminished at the 
right base. There was dullness on percussion in the same 
area. A chest film showed dense homogeneous consolida- 
tion spreading out from the right hilum. The white blood 
cells numbered 1,000 per c.mm. (40% polymorphs, 54% 
lymphocytes, 6% monocytes). His temperature was 101.2° F 
(38.4° C.) on admission. 

For the first 24 hours he was given penicillin. His condi- 
tion deteriorated. The next day dyspnoea was more severe 
and the pneumonia had extended to include the whole of 
the right lung. Direct examination of the sputum revealed 
that the predominant organism was a Gram-negative bacillus, 
and Friedlinder’s organism was isolated in pure culture. 
On this day it was noticed that the sputum was extremely 
tenacious, sticking to the patient’s lips and to the sides of 
the sputum mug. It was bright red in colour and resembled 
sticky tomato sauce. 
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The patient was given chloramphenicol and streptomycin, 
and placed in an oxygen tent. In spite of this his condition 
steadily deteriorated and he died on the third day in hospital, 
or the fourth day of his illness. 

Pathology (Dr. J. M. Drennan).—On macroscopic examin- 
ation the lung appeared rubbery, and the trachea and bronchi 
contained a large amount of dark-red semi-solid material 
with a curious mushy consistency. A fibrinous pleural 
exudate covered the whole of the right lung, which was 
consolidated. Similar but smaller patches of consolidation 
occurred in the left lung. Microscopically the alveoli and 
the consolidated areas were filled with a cellular exudate 
composed chiefly of large mononuclear histiocytes with 
vacuolated cytoplasm. The alveolar capillaries were intensely 
congested, and small haemorrhages had occurred in many 
of the alveolar spaces. In section, stained by Brown’s stain, 
large numbers of Gram-negative bacilli could be seen lying 
free in the alveoli or within the cytoplasm of the mono- 
nuclear cells. The spleen showed a classical picture of 
“acute splenic tumour” with widespread infiltration of the 
trabeculae by lymphocytes and polymorphonuclear cells, 
and a general increase of pulp cells. The adrenal cortex 
showed marked depletion of lipoid and advanced toxic and 
degenerative changes in the cells of the parenchyma. 

Comment.—The fatal result in this case in spite of start- 
ing chloramphenicol and streptomycin therapy on the third 
day of disease must be attributed to the granulopenia because 
of extreme toxaemia. It is of some interest that the patient 
did not appear gravely ill on admission, but steadily 
deteriorated. 

Case 5 


Two days before admission this patient, a man aged 67, 
had a rigor. This was followed by cough, pain in the left 
side, and a “ rusty spit.” There had been no previous chest 
trouble. 

On admission his temperature was 101° F. (38.3° C.), and 
he was slightly cyanosed. Dyspnoea was severe, with a 
respiratory rate of 56 a minute. The heart rate was 94. 
There was dullness all over the left lung. Vocal resonance 
and fremitus were increased and crepitations were heard. 
An x-ray film of the chest showed infiltration of the left 
upper zone, with some clear areas attributed to localized 
emphysema. There was also patchy consolidation of the 
right lower lobe. 

He was given penicillin and sulphadimidine. In a few 
days the temperature fell, but subsequently it rose again, 
varying between 99° F. (37.2° C.) and 100.6° F. (38.1° C.). 
The sputum became more copious, and was thick and 
greenish in colour. An x-ray film on the twenty-first day 
in hospital showed an abscess cavity with a fluid level sur- 
rounded by consolidated lung in the left upper lobe. 

Postural drainage was begun. Examination of the sputum 
revealed a pure culture of Friedlinder’s bacillus, and strepto- 
mycin was started. There was a rapid improvement in his 
general condition. His temperature became normal, and 
remained so. He steadily gained weight, and the sputum 
decreased in amount. There were no further positive qul- 
tures of Friedlainder’s bacillus, and repeated attempts to 
demonstrate the tubercle bacillus were negative. 

Bronchoscopy was carried out, but no abnormality of 
the bronchial tree was detected. The abscess cavity slowly 
disappeared, being replaced by fibrosis. 

When seen 11 months after the commencement of his 
illness he had no complaints. A chest film revealed minimal 
fibrosis in the left upper lobe. 

Comment.—There was considerable delay in isolating the 
infecting organism in this case. It is interesting to note that 
there was some subjective improvement on penicillin and 
sulphadimidine, although the chest disease progressed 
steadily to cavitation. The response to streptomycin was 
clear-cut. 


Case 6 


Four days before admission a man aged 68 had a series 
of rigors and noticed a cough which became progressively 


more troublesome. The next day he produced some blood- 
stained sputum. He remained in bed at home, and on the 
third day felt much weaker. His doctor was not called until 
the morning of the fourth day of the illness, when he found 
the patient cyanosed and collapsed. Immediate transfer to 
hospital was arranged. 

On admission he was cyanosed. There was evidence of 
peripheral circulatory failure. His temperature was 101° F. 
(38.3° C.), and his respiratory rate 42 a minute. There were 
signs of consolidation in the right lower lobe, bronchial 
breathing, increased breath sounds, and crepitations. He 
was rational on admission, but rapidly deteriorated. With‘n 
one hour of admission the dyspnoea was much more pro- 
nounced. The sputum was a bright-red colour and extremely 
sticky—so much so that it was difficult to remove it from 
the patient's lips. 

He was placed in an oxygen tent and given injections of 
nikethamide, but he died about an hour after entering 
hospital. Permission for necropsy was not obtained. The 
sputum grew a pure culture of Friedlainder’s bacillus. 

This fulminating case, in which the patient was moribund 
on admission, closely resembled Case 4. 

Discussion 

The incidence of Friedlainder’s pneumonia has been given 
as about 1.6% of all pneumonias (Hyde and Hyde, 1943). 
This is probably too low a figure. Our incidence was 2.5%. 
The disease has a well-marked tendency to involve patients 
in the older age groups. It is extremely rare in childhood. 

The ratio of males to females is about six to one. All 
the present cases were males. The importance of chronic 
alcoholism as a predisposing factor has been stressed in 
the past, but none of our patients was a chronic alcoholic. 

The onset is usually acute, with rigors, pleural pain, and 
cough. When seen the patient is usually severely ill. 
Herpes is not a feature. Some authors have suggested 
that the signs of consolidation are not so well marked as 
in pneumococcal lobar pneumonia and that this fact was 
of diagnostic help. We found no significant differences in 
the chest signs in these two types of pneumonia. Fre- 
quently more than one lobe is affected: the upper lobes 
are particularly vulnerable. The temperature is rarely as 
high as in pneumococcal pneumonia: 102.4° F. (39.1° C.) 
was the highest in this series, and in most cases 101° F. 
(38.3° C.) was the peak. The fever is irregular in type. 

Solomon (1937) described the characteristic sputum as 
“a brick-red homogeneous emulsion of blood and mucus.” 
Bullowa et al. (1937) state that in one-third of cases it is 
thick, gelatinous, diffusely bloody, and adheres to the lips 
and to the sputum cup. In the remainder it does not differ 
from that of pneumococcal pneumonia. Two of our cases 
showed a red emulsion type of sputum. Free haemoptysis 
has been recorded. 

A positive blood culture is not uncommon, but does not 
seem to affect the prognosis. 

Leucopenia may occur, and relative monocytosis has been 
described. One of our fatal cases had a total white cell 
count of 800 per c.mm. the day before death. Before the 
introduction of antibiotics the mortality was about 80% 
(Bullowa et al., 1937; Solomon, 1937; Julianelle, 1941). 

The most important complication is the development of 
multiple thin-walled cavities in the lung. The residual 
cavities have to be differentiated from tuberculous cavi- 
ties, especially as they often involve the subapical regions. 
The tendency for the cavities in Friediinder’s pneumonia 
to be multiple and thin-walled has been mentioned. The 
patient is usually symptomless and the condition may remain 
stationary for years. There seems to be no indication for 
surgery in these patients. This contrasts with the experience 
of Wylie and Kirschner (1950), who found that 11 of their 
16 cases required lobectomy or pneumonectomy. Pleural 
effusion, empyema, pericarditis, meningitis, pneumothorax, 
activation of quiescent pulmonary tuberculosis, gastro- 
enteritis, erythematous skin rashes, and non-suppurative 
polyarthritis have all been described. 
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FRIEDLANDER’S PNEUMONIA a. Se 








The radiological picture of acute Friedlander’s pneumonia 
may resemble that of ordinary pneumonic consolidation, 
but, as was pointed out by Bullowa ef al. (1937), the most 
striking finding initially is the density of the shadow, which 
is usually homogeneous and may be suggestive of fluid. 
A bronchopneumonic phase was described by Kornblum 
(1928). This was not seen in these cases. After a day or 
two one notices less-opaque areas due to the formation of 
abscesses. It is sometimes found that there is bulging or 
sagging of the interlobar septa, and this is well illustrated in 
the recent paper by Kirby and Coleman (1951), who reported 
it in half of their 11 cases. As the chronic stage is reached 
fibrosis makes its appearance, combined with a honeycomb 
effect due to small cavities. 

Keefer et al. (1946), in their clinical trials, found strepto- 
mycin effective if given early in lung infections due to 
Friedlainder’s bacillus. Chloramphenicol and aureomycin 
have also produced good results in small series. We found 
records of 38 cases treated with streptomycin, chlor- 
amphenicol, aureomycin, or combinations of these anti- 
biotics. In these the mortality rate was 37%. We were 
impressed by the rapid downhill course of Case 4, who at 
49 years was the youngest of the series. Rapid bacterio- 
logical diagnosis is still important in pneumonia. Our 
routine is to collect sputum at the initial clinical examina- 
tion. Some of this is stained by Gram’s method. If Gram- 
negative bacilli are found to be the predominant organism, 
streptomycin, 1 g. eight-hourly, is given pending the result 
of sputum culture. No cases have been seen since aureo- 
mycin became freely available. We intend to substitute it 
for streptomycin. 


Summary 


Six cases of Friedlainder’s pneumonia have been seen. 
Short clinical histories of these are given. They repre- 
sented 2.5% of all cases of pneumonia admitted to the 
two medical units of a general hospital. The clinical 
picture and radiological findings are described. 

This pneumonia is almost entirely a disease of elderly 
men. Essentially it differs from pneumococcal lobar 
pneumonia in that there is destruction of the lung 
stroma and no response to penicillin. Clinically the 
patient seems gravely ill. About 25% have a character- 
istic sputum—a sticky homogeneous emulsion of blood 
and mucus. Cavitation can occur in the lung within 
a few days. 

Before the introduction of antibiotics the mortality 
was about 80%. The importance of early bacterio- 
logical diagnosis is stressed. 

Streptomycin has reduced the death rate, but the 
prognosis remains serious, as about one-third of the 
cases recorded in the literature died in spite of anti- 
biotics. Only one of the treated cases in this series 
died. Two of the patients were left with multiple small 
thin-walled cavities in the lungs. They nevertheless 
were able to return to strenuous work. 

The differential diagnosis from tuberculous cavities is 
most important, and depends on: (i) a history of pneu- 
monia ; (ii) often no symptoms ; (iii) cavities smaller 
and more numerous; (iv) failure to culture tubercle 
bacilli from the sputum. 


REFERENCES 
G. , Chess, J., and Friedman, N. B. (1937). 
Med., 60, 738 


Friedlinder, "C. (1882). Cae Arch, path. Anat., 87, 319. 

Hyde, and Hyde. B. (1943). Amer. J. med. Sci.. 205, 660. 

Faint’ L, A. (1941). pms " intern. Med., 15, 190. 

Keefer, C. S., Blake. F. G., Lockwood, J. S., Long, P. H., Marshall, E. K., 
and Barry Wood, W. (1946). J. Amer. med. Ass., 132. 4. 

Kirby, W. M. M., and Coleman, D. H. (1951). Amer. 7 med., 11, 179. 

Kornblum, K. (1928). Amer. J. Reentgenol., 19, 513. 

Perlman, E., and Bullowa, J. G. M. (1941). ‘Arch. intern. Med., 67, 907. 

Solomon. S. (1937). J. Amer. med. Ass., 108, 937. 

Weichselbaum, A. (1886). “ey x 483. 

Wylie, R. H., and Kirschner, ” 1950). Amer. Rev. Tuberc., 61, 465 


Bullowa, J. Arch intern. 


CIRCUMCISION IN A NATIONAL 
SAMPLE OF 4-YEAR-OLD CHILDREN 


BY 
D. MacCARTHY, M.D., M.R.C.P., D.C.H. 
J. W. B. DOUGLAS, B.M., B.Ch., B.Sc. 
AND 


C. MOGFORD, B.Sc. 
(From the Joint Committee of the Institute of Child Health 
(University of London), the Society of Medical Officers of 
Health, and the Population Investigation Committee) 


This brief note gives some figures showing the frequency 
of circumcision, the age at which it is performed, and 
the immediate complications of the operation. These 
figures are derived from a sample of children drawn 
from all social classes and from all parts of England, 
Wales, and Scotland, and they supply the answers to 
some of the questions raised by Gairdner (1949). His 
article was the stimulus for the present study. 

For the last five years the Joint Committee of the 
Institute of Child Héalth (University of London), the 
Society of Medical Officers of Health, and the Popula- 
tion Investigation Committee,* with the help of health 
departments throughout the country, have been follow- 
ing the growth, health, and development of 5,380 chil- 
dren. These children are a national sample of all legiti- 
mate births in the first week of March, 1946. For the 
purpose of the survey they have been visited on three 
occasions—when aged 8 weeks, 2 years, and 4 years. 
On each occasion health visitors recorded a wide range 
of information of medical and social interest. Before 
the last inquiry, which took place in 1950, one of us 
(D. MacC.) suggested that the subject of circumcision 
should be studied. This study was limited to questions 
of fact, and no attempt was made to uncover the 
reasons for circumcision. Each mother was asked 
whether her child had been circumcised and, if so, his 
age when operated upon and details of any complica- 
tions that ensued. We feel that this information, though 
scanty, will be of interest because it is based on a repre- 
sentative national sample of young children. 


Numbers Under Survey 


This follow-up survey has recently been described in some 
detail (Douglas, 1951) and it is enough to note here that of 
5,380 children born in the first week of March, 1946, 4,906 
were still living in this country in 1950.¢ Of these children 
96% are still enrolled in the survey, and enough is known 
of the early history and home conditions of the remaining 
201, who are untraced or have dropped out of the survey 
for other reasons, to show that the sample is in no way 
biased by their loss. 

Among survivors still living in this country in 1950 there 
were 2,578 males, and the questions on circumcision were 
completed for 2,428 of them. The proportion of these 2,428 
infants who were circumcised in different age groups up to 
4 years is shown in Table I. The first three rows of this 
table show the difference in incidence between the social 
classes; the last row shows the position for the whole 
population. Of these children 24% were circumcised by 
the age of 4 years 3 months. This figure agrees well with 
the estimate made by Gairdner for the country as a whole. 

*The chairman of the committee is Professor James Young, 
the a Professor A. A. Moncrieff, and the secretary 
Professor D. V. Glass. Funds for the inquiry have been gener- 
oy supplied by the Nuffield Foundation. 


had died and 245 had left the country with their families. 
This is a natural decrease which is unavoidable. 
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Taste I.—Proportion of — Circumcised During Different 
Age Periods from Birth to 4 Years 











ra U Circumcision Total % 
Social G so Senet! todd | ioe 
roup e ‘ants 
First | 2-3 4-6 7-51 of = at Risk 
month | mths | mths | mths 44 Years 
Professional and 
salaried > 63 3-4 5-2 38-8 443 
Black-coated .. | 12-9 5-8 3-2 58 27-7 634 
Manual workers 
and miscellane- 
ous... ee 7-2 5-2 3-1 6-4 21-9 1,351 
Weighted average 
for population® | 9-3 5-4 3-3 61 241 we 























Probable Reasons for Circumcision 


More than a third of circumcisions are performed in the 
first months of life at a time when faults or diseases of the 
prepuce itself are practically non-existent. We can assume 
that when circumcision is done at this age it is for one or 
more of the following reasons: (a) custom (religious, or to 
conform with the views of parents or grandparents) ; 
(b) policy (“ cleanliness,” or prophylaxis against certain 
diseases); (c) advice (from doctor, midwife, or other per- 
son). Failure of the foreskin to retract is the usual reason 
for recommending circumcision at any age if reason there 
must be. But, as Gairdner (1949) has shown, the two inner 
surfaces of the prepuce normally may not completely 
separate to form a preputial space until after the age of 
3 years. Attempts to retract the foreskin while still at this 
stage of so-called “ adherence” give rise to the impression 
of phimosis—a false impression, yet one which is usually 
taken as an indication for the operation. 

It is during the first month, when there is no medical 
necessity for circumcision, that social-class differences in 
the incidence of this operation are found. At later ages 
the incidence is similar in all classes. The figures in Table I, 
while they have the advantage of showing the proportion 
circumcised at successive ages, give a rather distorted picture 
of social-class differences after the first month because they 
are based on all male children in the sample and not on the 
proportion of children still uncircumcised at the beginning 
of each age period. 

After making this adjustment the following conclusions 
are reached: (a) during the first month there are highly 
significant differences between the classes (x?=91.51, n= 
2, P<0.01); (b) between the second and the sixth months 
the same tendency is observed, but could well be a chance 
effect ; (c) after the sixth month there is a very close agree- 
ment between the three classes. The proportion circum- 
cised during this third period (expressed as a percentage of 
those uncircumcised at the beginning of it) is 7.8% in the 
professional class, 7.5% in the black-coated class, and 7.5% 
in the manual-working and other classes (x*=0.036, n=2, 
0.99>P>0.98). This very low value of x’ suggests that 
after the age of 6 months the causes of circumcision are 
the same in each class. There is certainly no evidence that, 
by early circumcisions, children who would otherwise have 
needed the operation at a later age, when it is more distress- 
ing, have been spared it. 

No question was asked on the reasons for circumcision. 
It has been our experience that this type of question pro- 
vokes stereotyped answers which do not indicate the true 
reasons. There are, however, marked social-class differ- 
ences in attitude to the health services, which may be of 
significance in this context. Women in the salaried and 
professional classes tend to follow medical advice and make 
full use of the services provided. When they attend ante- 
natal clinics they attend earlier in pregnancy and more 


*When calculating the figures for the whole population a correc- 
tion has been made for the fact that, whereas all children in the 
professional and salaried, black-coated, and agricultural-worker 
classes who were born in the first week of March, 1946, were 
enrolled in the survey, only one out of every four children in the 
manual-working classes was enrolled (cf. uglas, 1951). This 
correction is made by giving the former classes a weight of unity 
and the latter a wéight of four. 





frequently than poorer women do. When they take their 
children to infant welfare centres they take them more 
regularly, and they themselves are more likely to attend 
for post-natal examinations. Lastly, their children are more 
likely to be vaccinated, immunized, and have their tonsils 
removed. It therefore seems probable that they are follow- 
ing the advice of doctors or nurses when they have their 
children circumcised. This view is the more likely because 
it is not unusual for obstetricians and family doctors to 
charge an inclusive fee for maternity care and to circumcise 
the child as part of the service they provide if the mother 
desires it. Thus we have the inducement of free service 
and the implication that circumcision is a routine and 
desirable operation. 


Incidence of Early Circumcision 


It is of interest to note in Table II that, whereas in the 
professional and salaried classes the incidence of early cir- 
cumcision is highest among later-born children, in the 
working classes it is highest among the first-born. It may 


TaBLE II.—Proportion of Infants Circumcised During the First 
Month of Life by Social Class and Place in the Family 











Place in Family 
Social Class ; 
First-born Seat r Later-born 
Professional and salaried. . 19-8% a 43-5% 
(192 (228 (23 
eee ae (O78 oh 
Manual workers and mis- 
cellaneous “4 oa 11-0% 64%, 2-8% 
(45 (613) (284) 














Figures in parentheses give the numbers exposed to the risk of circumcision. 


be that the custom of circumcision is better-established 
among the well-to-do and/or that the working-class woman 
with a first baby is more open to suggestion than one who 
has older children. In no class is there either a consistent 
rise or a consistent fall in the proportion of circumcisions 
with increasing age of parent. 

Complications——All complications of circumcision were 
noted. Thirty-two infants (of whom seven were admitted 
to hospital) suffered major or minor complications, an inci- 
dence of 5% of the circumcised children. The following is 
a list of complications: second operation required, 7; 
haemorrhage, 9; sepsis of penis, 8; sepsis elsewhere, 2 ; 
slow healing, 2; severe oedema, 1 ; adhesions, 1 ; retention 
of urine, 1; shock, 1. 


Summary 


This paper discusses the incidence of circumcision in 
a national sample of 2,428 4-year-old children, 24% of 
whom had been circumcised by this age. 

More than a third of these circumcisions were per- 
formed in the first month of life, at a time when faults 
or diseases of the prepuce itself are practically non- 
existent. It is only during this period that social-class 
differences in circumcision are found. 

The operation of circumcision is more often per- 
formed among the well-to-do than among the manual 
workers. In the former classes the incidence of the 
operation is highest among later-born children, whereas 
in the latter it is highest among the first-born. 


We wish to thank the members of the Joint Committee for their 
help; the medical officers of health and the health visitors whose 
generous co-operation made this survey possible; and the mothers 
in all parts of the country who willingly answered numerous and 
detailed questions on their children’s health. 
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TWO HUMAN INFECTIONS CAUSED 
BY PASTEURELLA MULTOCIDA 
BY 
VLADIMIR BEZJAK, M.D. 

AND 


MILORAD MIMICA, M.D. 


(From the Microbiological Institute, Medical Faculty, 
Zagreb, Yugoslavia) 


Pasteurellosis is a disease rarely diagnosed in man. The 
literature on this subject was reviewed for the first time 
by Lévy-Bruhl (1938), and the cases reported up to that 
time were subjected to a critical analysis by Regamey 
(1938, 1939). Schipper (1947) included in his review all 
the cases on record except those described by Tomi¢- 
Karovié and Ivanovié (1944) and Ory, Jackson, and Fin- 
land (1946). Since this publication cases have been de- 
scribed by Appelbaum and Gelfand (1947), Cappellato 
(1947), Kapel (1947), Svendsen (1947), and Bartley 
and Hunter (1947). Recently Needham (personal com- 
munication) has isolated 36 strains from 28 patients, 
nearly all of whom were suffering from bronchiectasis. 
Although the disease is of wide prevalence, 30 out of 
the 36 cases not included in the two reviews mentioned 
above were found in the United States, and of the 
remainder two occurred in Italy and one each in Den- 
mark, Norway, England, and Yugoslavia. In his mono- 
graph Regamey (1939) divided the cases of human 
pasteurellosis into three groups; those due to animal 
bite, those following trauma, and those in which the 
mechanism of infection could not be determined. A 
survey of all the cases recorded up to date shows that 
approximately 50% followed an animal bite, 10% were 
post-traumatic, and in the remainder the route of infec- 
tion was quite obscure. In this connexion it is of 
interest that all the cases of cryptogenic origin were 
related to disease of the respiratory tract, implying a 
strong affinity of the causal organism. for the air 
passages, while the frequent occurrence of meningitis 
following trauma to the face or head suggests that the 
organism may occur as a commensal in the nasal cavities 
or cranial sinuses. 

As already mentioned, Tomié-Karovié and Ivanovié 
isolated Past. multocida from a human subject in 1944, 
and the two cases described below thus represent the 
second and third isolations of this micro-organism from 
human sources in the Microbiological Institute of the 
Medical Faculty of Zagreb. 


Case Reports 

Case 1.—A farmer aged 38 was admitted to hospital on 
November 11, 1950, with a seven-years history of lung 
disease. Before admission he had been treated for 
tuberculosis,,; but Mycobacterium tuberculosis had never 
been isolated from the sputum. While in hospital a diag- 
nosis of bronchiectasis was established, and on five occa- 
sions Past. multocida was isolated from the sputum. 
Although the organism isolated was very sensitive to 
penicillin in vitro, parenteral and intrabronchial admini- 
Stration did not produce any noticeable effect on the 
disease process, but on his discharge on January 29, 1951, 
his clinical condition was thought to be somewhat improved. 
Before his illness he had been bitten by a dog, had con- 
sumed diseased poultry, and had been in contact with mice 
and rats—factors which may have initiated infection with 
Past. multocida. 


Case 2.—A nurse aged 31 was admitted to hospital on 
January 9, 1951, with a history of a febrile illness charac- 
terized by purulent nasal discharge and meningeal symp- 
toms of nine days’ duration which had been preceded by 
a common cold. For six years previously the patient had 
suffered from a nasal disorder accompanied by discharge 
of greenish-yellow pus, and this had begun while she was 
employed as a farm worker. Parenteral and intrabronchial 
administration of penicillin was started after admission to 
hospital, but no remission of symptoms resulted. After 
the discovery ef a suppurative condition in both maxillary 
sinuses a bilateral radical operation was performed. Symp- 
toms disappeared rapidly and the patient was discharged 
five days later, on February 1. From the pus obtained 
from the maxillary sinuses a pure culture of Past. multocida 
was obtained. Histological examination of the nasal mucosa 
showed typical inflammatory changes with abundant plasma 
cells, lymphocytes, and degenerate polymorphs. Five months 
later, although the nasal discharge was very slight, Past. 
multocida was again isolated from the exudate. 


Bacteriological Investigations 


Both strains of Past. multocida showed almost identical 
characters, and it is sufficient to give one description. 
mentioning only the differences which were observed. In 
Case 1 the organism was isolated in almost pure culture, 
and in Case 2 the primary growth was quite free from 
contaminants. 

Morphology.—In direct smears from Case 1 Gram- 
negative rods about 2 » in length were seen. On culture 
on semi-solid media shorter almost coccoid forms were 
found. Bipolar staining was not observed until after 
several subcultures in a fluid medium. In smears pre- 
pared from the organs of animals inoculated with cul- 
tures, micro-organisms showing typical bipolar staining 
were found. 

Cultivation—The material was cultivated in biood-agar 
plates at 37° C. and growth appeared after 24 hours. At 
room temperature growth was much less abundant, and on 
ordinary agar it grew much less vigorously. The colonies, 
which were about 0.5 mm. in diameter, were raised, opaque, 
bluish-grey in colour, with a sharply defined edge, and the 
growth had a recognizable odour. On ordinary blood agar 
no haemolysis took place, but the medium developed a 
rather brownish coloration ; when the proportion of blood 
was reduced to 3% partial haemolysis was observed. Growth 
in glucose agar was slow and resulted in a slimy deposit at 
the bottom of the tube. Neither gelatin nor coagulated 
serum was liquefied, and motility was not observed at either 
22° C. or 37° C. 

Biochemical Reactions—The following carbohydrates 
were fermented without gas production: mannitol, 
saccharose, glucose, arabinose, galactose, and laevulose. 
Dulcitol, sorbitol, salicin, aesculin, inositol, maltose, 
lactose, raffinose, xylose, dextrin, starch, and glycerol 
were not attacked. The indole reaction was strongly posi- 
tive, and HsS was produced in small quantities after pro- 
longed incubation. The catalase reaction was also positive, 
and nitrates were reduced with the production of ammonia. 
The methyl red and Voges-Proskauer reactions were nega- 
tive, citrates were not utilized, and inhibition of growth 
took place in bile-containing media. Reduction was noted 
in milk containing 1% methylene blue, but no change took 
place in milk containing brom-cresol purple. 

Pathogenicity—The strains isolated from Case 1 were 
more pathogenic for laboratory animals than those from 
Case 2. Mice, guinea-pigs, and rabbits died within 24 
hours of inoculation, and at necropsy showed pleural and 
peritoneal exudate and congestion of internal organs, while 
with cultures from Case 2 death did not occur until two to 
four days after infection. In both cases, however, the 
organisms could be isolated from the heart blood, 
peritoneum, liver, and spleen. Neither of the strains was 
pathogenic for pigeons by the subcutaneous route. 
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Sensitivity Tests.—Selected strains isolated from both 
patients were tested for sensitivity to penicillin, strepto- 
mycin, and sulphadiazine by the Moerch-Lund (1949) 
method and in the case of penicillin by dilution technique 
also. The first strain isolated from Case 1 was very sensi- 
tive to penicillin (+++), less so to sulphadiazine (++), 
and resistant to streptomycin. The second and third strains, 
isolated during treatment with penicillin, were rather less 
sensitive to penicillin (++), and those obtained after treat- 
ment ceased (32 million units) showed a similar sensitivity. 
The first strain derived from Case 2 showed a similar sensi- 
tivity to penicillin (+++). The minimal inhibiting concen- 
trations of penicillin were estimated by the usual dilution 
technique. These were: 0.4 unit for the first strain, 1 unit 
for the second isolation, and 5 units for the third. The 
strain isolated from Case 2 was inhibited by 0.3 unit. 

Serological Tests—Limited serological studies were carried 
out. Serum taken from the first patient about five weeks 
after admission to hospital showed an agglutinating titre of 
1/40 against the homologous organism. Normal control 
sera gave negative results. No complement-fixation tests 
were carried out. In the case of the second patient, a serum 
specimen taken five months after operation gave quite nega- 
tive results in both agglutination and complement-fixation 
tests. 

Discussion 

Although the organisms isolated conform to the general 
characters of Past. multocida, their precise relationship to 
the disease processes present in the patients is less certain. 
In Case 1 it is impossible to say whether the infection with 
Past. multocida preceded the bronchiectasis or vice versa, 
and the situation is made more difficult by the progressive 
character of this disease, irrespective of the presence or 
absence of the causative agent. The second case is very 
similar to that described by Bartley and Hunter (1947), and 
seems to be the second example in the literature of sinusitis 
due to an organism of the Pasteurella group. These authors 
describe a case of frontal sinusitis of long duration from 
which Past. multocida was isolated which did not react to 
penicillin but responded to operation. It seems reasonable 
to assume that in both these patients the cause of the 
sinusitis was Past. multocida. Determination of the source 
of the infection is also a difficult problem. In some instances 
tt has been possible to establish a connexion with the bite 
of an animal, but in the absence of any such significant 
event in the patient's history there remain as guides only 
the biochemical characters of the organism isolated and the 
species pathogenicity. Pestana and Rugai (1943) stated that 
96.88% of strains isolated from birds fermented arabinose, 
while those from mammals failed to do so. Stamatin 
(personal communication, 1951) stated that avian strains 
ferment arabinose but not xylose, while mammalian fer- 
ment xylose but not arabinose. The first patient had a 
history of animal bite and of contact with diseased poultry 
and with rats and mice before the onset of symptoms, thus 
giving a wide but vague range of possible sources of infec- 
tion, but in Case 2 no such data were provided. Moreover, 
although the fermentation reactions in both cases are of 
the avian type, the strains were avirulent for pigeons. In 
the reports in the literature of Past. multocida isolated from 
human beings the strains obtained cannot readily be classified 
into two fermenting groups, for some fail to ferment both 
arabinose and xylose (Regamey, 1938, 1939; Le Chuiton 
et al., 1939 ; Cooper and Moore, 1945), while others (Bartley 
and Hunter, 1947 ; Svendsen, 1947) attack both these carbo- 
hydrates. Stamatin’s classification, therefore, although 
applicable to strains obtained from birds and mammals, 
cannot necessarily be applied to those isolated from cases 
of human pasteurellosis. 


Summary 


Two cases of human pasteurellosis, one with bronchi- 
ectasis, the other with maxillary sinusitis, are described 
from which almost identical strains of Past. multocida 
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were isolated. Although the organisms were sensitive to 
penicillin in vitro, penicillin treatment was without suc- 
cess. Detailed descriptions of the strains and a discus- 
sion of the literature on the subject are given. 
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IMPROVEMENT OF HEARING IN 
MALFORMATION OF THE EXTERNAL 
AUDITORY MEATUS AND 
MIDDLE EAR 


BY 


H. S. SHARP, M.B., B.Ch., F.R.C.S. 
Surgeon, E.N.T. Department, Hospital for Sick Children. 
Great Ormond Street, Charing Cross Hospital, 
and Putney Hospital 


Congenital malformation of the pinna, auditory meatus, 
and middle ear is a comparatively uncommon condition 
which presents a functional as well as an aesthetic prob- 
lem. The surgical techniques for reconstruction of the 
pinna are well recognized and regularly practised, but 
the measures for improving the hearing are perhaps not 
so readily appreciated. 

In most cases of malformation of the external meatus 
and middle ear the internal ear with its contained organ 
of hearing is intact. The absence of any conducting 
mechanism reduces the hearing to practically a non- 
existent level. If a mew meatus can improve hearing for 
speech to about 3 feet (90 cm.), the addition of a window 
in the bony external canal, as in the fenestration oper- 
ation for otosclerosis, may produce much better hearing. 
Such procedures have already been reported by 
Ombrédanne (1944, 1947) and others, and ‘the following 
case record confirms their value. 


Case Report 


A boy aged 5 was first seen at the Hospital for Sick 
Children on April 21, 1951. The outward appearance was 
as shown in the photograph. The pinna was malformed on 
the left side and the external auditory 
meatus absent. The right ear was nor- 
mal. There was no perception of the 
spoken voice in the left ear with the 
right meatus occluded. So far as could 
be ascertained bone conduction by fork- 
testing was normal on the left side, but 
the child was not a good witness. 
X-ray investigation revealed the pres- 
ence. of semicircular canals. 

It was thought justifiable in this case Phenagagh oe 
to attempt the restoration of hearing in 198 ™ 
the left ear by a modified fenestration a 
technique. The matter was fully ex- tory meatus. 
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plained to the mother, with stress on the possibility later 
of closure both of the fenestra in the lateral canal and of 
the newly constituted auditory meatus. It was realized 
that the degree of hearing to be expected could not be as 
great as that following fenestration or otosclerosis, in which 
there is a normal tympanic membrane and auditory canal. 
The mechanism of hearing in this child’s left ear would be 
by direct impact of sound waves upon that part of the skin 
graft covering the fenestra in the lateral canal. 

Operation was performed on September 4. A post-aural 
incision, situated far back behind the hair line, was used in 
order to interfere as little as possible with the skin that was 
required for the later reconstruction of the pinna. Out- 
wardly the mastoid process appeared fairly normal, but 
there was no cartilaginous or bony external auditory meatus. 
After opening the mastoid process the bony external semi- 
circular canal was identified and further exposed. Neither 
malleus nor incus was seen, but the stapes was present 
though immobile. A fenestra was made in the bony external 
semicircular canal, and this was covered with a thin free 
skin graft. The bony bed on which the graft was to lie was 
then carefully smoothed by means of a dental polishing 
burr, and the graft shaped to lie closely over the fenestra in 
the canal and on the bony bed so prepared. 


The new external auditory meatus was then made by 
removing a circle of skin in the appropriate spot. A large 
amount of skin was cut away to allow for later contrac- 
ture. The tissue underlying the skin was completely 
removed, so that free access was obtained down to the 
mastoid cavity. Previous experience of rapid closure of 
these artificial openings led me to line the superior quadrant 
of the circle with the temporalis fascia swung down on a 
hinge, and the postero-inferior quadrant with mastoid peri- 
osteum swung forward from a hinge on the mastoid tip. 
Another free skin graft was then cut and the newly consti- 
tuted auditory meatus lined completely with this. A plastic 
tube of suitable size, lined outwardly with “tulle gras,” was 
then inserted. 

A piece of nylon was placed over the skin graft in the 
mastoid cavity, and a pack on this, and the post-aural wound 
was closed completely. There was little constitutional upset 
after the operation, and one week later the packs and nylon 
from the mastoid cavity were removed. The tube and tulle 
gras in the external auditory meatus were left in situ for a 
few more days. The wound healed by first intention. 

On September 15 a conversational voice was appreciated 
in the left ear at a distance of 12 feet (3.7 metres), and this 
improvement has so far been maintained. The external 
auditory meatus has contracted considerably, but it is fully 
lined with skin, and should remain patent without further 
contracture. To discourage further contracture a small 
plastic tube is worn in the external meatus. The mastoid 
cavity is clean, and the skin graft has taken completely. 

It has still to be seen whether the fenestra in the external 
canal will remain patent, and the reconstruction of the pinna 
has yet to be carried out. 


I am grateful to Mr. Terence Cawthorne for helpful criticism 
of this case report. Mr. Derek Martin, of the Photographic 
Department, Hospital for Sick Children, Great Ormond Street, is 
responsible for the photograph. 
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There are 727 doctors in Bolivia, mostly concentrated in 
towns, and two-thirds of the three million inhabitants live 
in the country (Presse Médicale, October 4). As there is 
little hospital accommodation in the country (about 1.5 beds 
per 1,000 of the population) many infectious diseases have 
to be treated at home. There is also a shortage of maternity 
beds. The State has only 362, and private hospitals devote 
half their total of 1,061 to maternity cases. Several hospi- 
tals are being built ; at La Paz there is to be one for chil- 
dren. with 200 beds, and another for tuberculous patients. 


UNILATERAL AMAUROSIS WITH 
PARTIAL RECOVERY AFTER USING 
HEXAMETHONIUM IODIDE 


BY 


A. J. B. GOLDSMITH, MLB., F.R.C.S. 
Ophthalmic Surgeon, Middlesex Hospital 


AND 


A. J. H. HEWER, M.B., D.A. 
Anaesthetist, Middlesex Hospital 


The methonium compounds have now been in use for 
some two and a half years in various spheres of general 
surgery to provide a relatively bloodless operative field 
and to prevent excessive loss of blood. Several more or 
less enthusiastic reports have appeared ; the possible 
disadvantages and dangers have been discussed, but so 
far as we can ascertain no complications have been 
reported in the literature. The following case is recorded 
because we feel that there is a reasonable presumption 
that the use of hexamethonium iodide in an uncom- 
plicated case of radical mastectomy led to a potentially 
serious vascular complication in the eye. 


Case Report 


This patient, a woman aged 42, had stage 1 carcinoma of 
the left breast, with slight exophthalmos, but no other appre- 
ciable disease. Her blood pressure was 135/85. 

At 9.45 a.m. anaesthesia was induced with thiopentone and 
gallamine triethiodide by oral endotracheal tube under face- 
piece. Maintenance was by NO, Os, and trichlorethylene 
with intermittent thiopentone. Induction was uneventful. 
A frozen section was taken. At about 10.30 a.m. hexa- 
mzthonium iodide, 60 mg., was given and the patient was 
put in the 15-degrees anti-Trendelenburg position. B.P. fell 
in four minutes to 75/55, and shortly afterwards slowly rose 
again. At approximately 10.45 a.m. hexamethonium iodide. 
40 mg., was given. B.P. fell to 70/55, but soon returned to 
75/55. Bleeding was only moderately reduced. At the end 
of the operation about 11.45 a.m., the blood pressure was 
85/70. No methylamphetamine hydrochloride was given, as 
it was thought to be unnecessary. 

Shortly after recovering consciousness the patient stated 
that she could not see with her left eye. On ocular examina- 
tion a few hours later neither eye showed any abnormality 
of the conjunctiva, cornea, or of ocular movements, and 
the right eye was found to be normal in all other respects, 
with a full field of vision to confrontation tests. The right 
pupil failed, however, to react to consensual stimuli. The 
left pupil reacted briskly to consensual stimuli and normally 
on accommodation, byt reacted minimally to direct light. In 
the left fundus the disk was normal, the arteries and veins 
were of normal calibre and equal to those in the right eye, 
circulation appeared to be normal as judged by the appear- 
ance of first venous and then arterial pulsation on applying 
increasing external pressure to the globe, there was no 
evidence of any embolus in the arterial branches, which were 
followed out to the periphery of the fundus, and the macular 
area appeared normal. The ocular tension was normal, and 
vision was reduced to perception of light in the central area 
of the visual field. No local treatment such as paracentesis 
was thought advisable or necessary, but the patient was put 
on tolazoline hydrochloride, 25 mg. four times daily. This 
was continued for a week. 

On the following day the left vision had improved to per- 
ception of light over the whole visual field, while the patient 
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could count fingers in the central area. The left fundus now 
showed a circular area of “ oedema "—coagulation necrosis 
of the retina—covering an area some five disk diameters in 
width centred on the disk. This involved the macula, but no 
cherry-red spot was present. This was due to there being a 
small cilio-retinal artery supplying the macular area—the 
presence of which accounts for the survival of central vision 
from the beginning. In the next week the “ oedema ” of the 
retina gradually subsided, and as it did so the visual field 
gradually opened up; at the end of this time the patient 
could read the small print in a newspaper with her left eye. 


Thirty days after operation the left fundus showed genera-° 


lized pallor of the optic disk and attenuation of the retinal 
arteries, the background of the fundus and the macular area 
appearing normal, the picture being typical of the late result 
of occlusion of the central retinal artery. At this time a 
full ocular examination was made. The right eye was found 
to be emmetropic, with vision 6/5 and a full peripheral field 
of vision. The left eye was also emmetropic, with vision 
6/6. The left visual field was irregularly contracted, its peri- 
phery to a 1/330 white object varying between 30 and 50 
degrees from the fixation point, while within this periphery 
there existed small blind islands. 

The patient’s recovery from the radical mastectomy oper- 
ation was uneventful and serial blood pressures were not 
taken after her return to bed, as this was not thought to be 
necessary, but there was no suggestion of a falling off in 
blood pressure nor of circulatory insufficiency. On direct 
questioning she stated that she had had no previous eye 
trouble, and had never worn glasses, and there was no 
history of attacks of misty vision such as might suggest ante- 
cedent episodes of retinal angiospasm. 


Discussion 


It is clear from the clinical evolution of the case that the 
cause of the visual loss was retinal ischaemia serious enough 
to account for a severe immediate depression of function, 
but not prolonged enough to cause complete necrosis of 
those elements of the retina supplied by its central artery. 
The possible causes of such interruption of circulation are: 
thrombosis or embolism of the artery (including air embo- 
lism) ; pressure on the eye from without, increasing the intra- 
ocular pressure to a point where arterial circulation is 
mechanically impeded; arterial hypotension so low as 
not to maintain an adequate blood supply; and arterial 
spasm. 

Thrombosis and embolism can be excluded on the clinical 
appearance of a re-established normal blood flow within 24 
hours of the operation. Air embolism is admittedly a possi- 
bility, but there was nothing during the course of the opera- 
tion to suggest its occurrence, and without postulating a 
patent interventricular septum it is unlikely that such would 
pass the sieve of the pulmonary capillaries. 

Some four cases of occlusion of the central retinal artery 
after general anaesthesia have been recorded by Givner and 
Jaffe (1950), who attributed this complication to pressure on 
the globe when a patient is in a state of shock and suffering 
from loss of blood. With a lowered retinal arterial pressure 
any slight increase in the intraocular tension, the result of 
the pressure of a facepiece perhaps, might suffice to cut off 
the vascular circulation more or less completely. In the 
present case this explanation seems inadequate in view of 
the apparent survival of the area of retina, including the 
macula, supplied by the cilio-retinal artery, whose circula- 
tion should have been impeded by any external pressure on 
the globe equally with that of the central retinal artery. For 
the same reason we do not feel that pure insufficiency of 
circulation through arterial hypotension is a causative factor; 
if it were, such a complication should be the almost invari- 
able concomitant of lowering the blood pressure to 70 mm. 
Hg for an hour or more. Furthermore, it has been calcu- 
lated by Fritz (1950) that the retinal blood pressure corre- 
sponding to the amaurotic threshold is, at a minimum, 7, 
and at a maximum, 25 mm. Hg. The retinal ganglion and 


bipolar cells will almost certainly remain viable, although 
perhaps temporarily functionless, at the minimum pressure, 
which will be considerably exceeded if the brachial blood 
pressure is at 50 mm. Hg. 

This leaves, by exclusion, the possibility of spasm of the 
artery, which we believe to be the causative factor in the 
case. Spasm of the central retinal artery has often been 
described ; it results usually in temporary obscuration of 
vision lasting a few seconds to a few minutes ; if prolonged 
enough it may result in blindness. It is on the whole com- 
moner in hypertensive subjects, but the mechanism of its 
causation is often completely obscure. In the present case 
what, if any, its relationship to the use of hexamethonium 
iodide may be it is impossible to say ; it may be of signifi- 
cance, however, that this particular patient was to some 
extent resistant to. the hypotensive action of the drug in that 
her arterial pressure did not fall below 70 mm. Hg;; it is 
conceivable that this resistance is due to peripheral vascular 
contraction of unknown mechanism in which the retinal 
artery played so generous a part that its dependent structure, 
the retina, suffered severely. 

Unfortunately we have no definite proof that the blood 
pressure did not fall to a low level after the patient's return 
to bed, but she had a competent special nurse and there was 
no suggestion of further hypotension in the one and a half 
hours before she recovered consciousness. 
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Exogenous Ochronosis 


The clinical picture of ochronosis consists of a dark 
generalized pigmentation of skin and cartilage which is 
complicated by a marked tendency to osteoarthritis; it 
may or may not be associated with the excretion of homo- 
gentisic acid in the urine. The excretion of homogentisic 
acid is known as alkaptonuria and, according to Oppen- 
heimer and Kline (1922), was first detected in 1858 by 
Bodeker. Garrod (1923) states that Virchow (1866) was the 
first to use the term “ ochronosis” to describe the charac- 
teristic pigmentation ; he used this word because histological 
sections of the affected tissues were stained yellow or 
yellowish brown. 

It was Albrecht (1902), however, who first suggested that 
this pigmentation might be associated with alkaptonuria. It 
was later recognized that osteoarthritis formed the third link 
to make up the triad of signs in this inborn error of meta- 
bolism. It soon became firmly established that the same 
clinical picture, excepting the excretion of homogentisic acid, 
could be produced by the application of carbolic acid com- 
presses to ulcerated areas—that is, an exogenous cause (Pick, 
1906). A third group, of extreme rarity, is of endogenous 
origin, and consists of cases associated with the excretion 
of both alkapton and melanin (Duncan, 1942). 


Duncan has stated that up to 1942 just under 200 
cases of alkaptonuria had been described in the world litera- 
ture; this contrasts with only 60 cases of ochronosis, and 
this discrepancy is due to many alkaptonurics not develop- 
ing any pigmentation. With regard to the ochronotic cases. 
by far the greater number were of endogenous origin. 
According to Beddard and Plumtre (1912), out of 23 cases 
of ochronosis only 9 were of exogenous origin—that is, due 
to the application of carbolic acid compresses. Before 1920 
it was fashionable to applv these dressings to ulcers, but now 
this technique has fallen into disuse. The following case is 
recorded because it was of exogenous origin, which is almost 
unknown in clinical practice to-day. 
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CasE REPORT 


On February 2, 1949, a woman aged 58 attended the 
surgical out-patient department and complained of ulcera- 
tion of the left leg. She had had puerperal fever 18 years 
previously, and this had been complicated by a “ white leg ” 
which had subsequently ulcerated. Over this period of time 
the ulcers had been treated with elastic adhesive bandages 
and various lotions. She had used compresses of dilute 
carbolic acid over long intervals—in spite of warnings from 
her own doctor. She had noticed that for about three years 
the whites of her eyes were gradually becoming pigmented, 
and this was accompanied by darkening of the skin, especi- 
ally of the face and hands. She also admitted that this 
pigmentation would wax and wane. More recently the 
fingers had become painful on movement and the middle 
finger of the right hand often locked. She also complained 
of marked nocturnal frequency with intermittent dysuria, 
and the urine was dark on occasions. There was no head- 
ache, but she slept badly and the skin itched intolerably. 
There was nothing else significant in the history. Both her 
parents had lived to a ripe old age and none of her relations 
had had pigmentation. . 

On examination there was a bluish-black pigmentation 
over most of the body, but especially of the face and hands, 
and the axillae were also heavily involved. The cartilages 
of the ears were deeply pigmented, and on‘the conjunctivae 
there were bilateral patches of the same dark pigmentation. 
Pressure on the skin did not cause it to disappear. The 
knees were swollen and crepitus was easily elicited ; in fact, 
most of the joints were the seat of advanced osteoarthritis. 
There was also some dorsal kyphosis. The heart was en- 
larged and an apical systolic murmur was present ; the B.P. 
was 160/75. The abdomen was somewhat rigid; no gross 
changes were found in the lungs or nervous system. The 
urine appeared normal in colour and its S.G. was 1021; 
there was, however, albuminuria, and the guaiacum test for 
blood was positive. Neither Fehling’s nor Benedict's solu- 
tion was reduced. 

It was obvious from the clinical picture that this was a 
case of ochronosis of exogenous origin. As the patient 
was pyrexial and her general condition was poor she was 
admitted to hospital. A blood count showed some hypo- 
chromic anaemia associated with a leucocytosis. A catheter 
specimen of urine contained many red cells and pus cells ; 
the blood urea was 190 mg. per 100 ml. The Wassermann 
reaction was negative. She rapidly deteriorated in spite of 
symptomatic treatment and died in uraemic coma four days 
after admission. 

The post-mortem examination was revealing. Besides the 
external pigmentation nearly all the cartilages were of the 
same dark colour, especially those of the knees, the sternum, 
and the intervertebral disks. With regard to the joints, it 
appeared that where the pigmentation was deepest the osteo- 
arthritis was more advanced. The aorta, which was athero- 
matous, was also pigmented. It was rather surprising to find 
the brain stained a brownish colour. The gall-bladder con- 
tained one cholesterol stone and the spleen was slightly 
enlarged. The kidneys, which were pale and small, were 
secondarily contracted. The bladder was full of pus. There 
were no other significant findings. 


COMMENT 


The pigmentation in this case did not differ fundamentally 
from that described in previous ones. The patient was quite 
emphatic that its depth varied from time to time, but she 
did not correlate this variation with the use of carbolic 
acid. There is little doubt that, had she stopped using 
carbolic acid and had lived long enough, the pigmentation 
would have diminished considerably in intensity. The osteo- 
arthritis is undoubtedly gaused by the deposition of pigment 
in the cartilages. The differential diagnosis is not difficult. 
The colour picture is probably most closely simulated by 
argyria, but in the latter condition there is a history of using 


a silver preparation and the pigmentation does not wax and 
wane. Addison's disease, haemochromatosis, acanthosis 
nigricans, and arsenical pigmentation may offer slight diffi- 
culties. Haemochromatosis may simulate it not only because 
of the pigmentation but because of the reducing substance— 
that is, sugar—found in the urine. 


I should like to thank Dr. W. J. S. Reid for his advice and 
permission to publish. 


PauL B. Woo..ey, M.B., M.R.C.P., 
Medical Registrar, Withington Huspitai, Manchester. 
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Traumatic Rupture of a Cyst of the Mesocolon 


The case here recorded is of particular interest as it illus- 
trates both traumatic rupture of loculi and probably spon- 
taneous rupture of a loculus on a previous occasion. Only 
one case could be found in the literature. 


CASE REPORT 


Driver A first noticed increased abdominal girth in 
August, 1950; this was progressive, making it necessary 
for him to obtain a larger tunic. A few weeks afterwards 
he developed swelling of the left leg, which was diagnosed 
as thrombophlebitis and treated with rest in bed. The 
swelling did not subside completely, and he had two further 
attacks before the end of the year. 

Apart from epigastric distension after meals, he had no 
further symptoms until April, 1951, when he was on leave. 
He woke up one day at | a.m. with severe continuous pain 
in the epigastrium and in both shoulders. There was no 
nausea or vomiting. He was admitted to a hospital for 
observation. The epigastric pain subsided, and had dis- 
appeared after three days, but the pain in both shoulders 
persisted for a further week. 

After his discharge from hospital he had severe anorexia, 
and the epigastric distension increased. His bowels were 
regular, but he passed a great deal of flatus. 

In July, 1951, he was takir.g his horses to a water-trough, 
when one of the animals kicked him in the epigastrium. He 
was admitted to the Cambridge Hospital, complaining of 
severe continuous pain all over the abdomen and in both 
shoulders. He was not severely shocked ; B.P. 120/90, pulse 
100. -A hoof-mark could be seen in the epigastrium. There 
was tenderness and rigidity all over the abdomen, and dull- 
ness in the flanks. A fluid thrill was detected and shifting 
dullness was demonstrated. There were no abnormal 
physical signs in the chest, and the urine was normal. 

Laparotomy was performed immediately through a mid- 
line epigastric incision. There was a considerable quantity 
of serous fluid in the peritoneal cavity, and a huge multi- 
locular cyst of the mesocolon was seen ; two of the loculi 
had ruptured, but the remainder of the cyst was intact and 
was removed without difficulty. The cyst was approximately 
the size of a full-term foetus. 

His convalescence was uneventful, and his legs are now 
of equal size. 

We are indebted to the Director of Surgery to the Army for 
permission to publish this case. 

P. J. M. Wricut, M.B., B.S., F.R.C.S.Ed. 
W. F. W. SoutHwoop, M.B., B.Chir. 
The Cambridge Military Hospital, Aldershot. 
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FOOD HYGIENE 


Food Hygiene. By W. Clunie Harvey. M.D., D.P.H., 
P.R.San.I., and Harry Hill, F.R.San.I., A.M.1.S.E., F.S.1.A. 
(Pp. 512. £1 15s.) London: H. K. Lewis and Co. 1952. 


A comprehensive volume on food hygiene, dealing with con- 
ditions in Britain, is much needed. In the U.S.A. there are 
several books on the subject, but because of differences in 
the legal position and in food practices in that country they 
are of limited use over here. This book admirably fulfils 
the need. 

It is comprehensive in scope and inciudes all foods. As a 
personal opinion, it might have been better to exclude dis- 
cussion of milk and meat, since they are adequately covered 
by existing books (including one by the same authors on 
Milk Production and Control); more space would thus have 
been left for subjects less adequately treated elsewhere. It 
is not really possible to cover milk production, distribution, 
and heat treatment in the 37 pages devoted to it in this 
volume. 

The authors discuss the hygienic aspects of each food in 
a series of chapters, while separate chapters are devoted to 
food-poisoning and food preservation. The chapter on food- 
poisoning is good so far as it goes, but in view of its great 
importance the 19 pages allowed to it and to food infections 
are quite inadequate. A critical analysis and summary of 
the Ministry of Health returns of reported food-poisoning 
outbreaks over each of the last few years should have been 
included. Some important factors to discuss in connexion 
with improvements in food hygiene, all entirely neglected, 
are the extent to which persistent human salmonella carriers 
occur and whether this is a new phenomenon, the signifi- 
cance of the very numerous “ incidents ” of food-poisoning 
in the Ministry returns, the significance of Salm. typhi- 
murium as so consistently the most common salmonella in 
food-poisoning outbreaks, and more about other salmonella 
types (particularly Salm. dublin) and their relationship to 
animal diseases. In this chapter the medical examination of 
food-handlers is advocated, but its serious drawbacks are 
ignored in spite of the carefully worded statement of the 
Catering Trade Working Party: “We do not advocate a 
system of medical examination of catering staff, either on 
engagement only or periodically,” and of U.S.A. experience, 
which has largely abandoned the practice after trial over 
many years. 

The last five chapters cover new ground and so merit 
mention. In one, on the control of retail food premises, 
the authors discuss in reasonable detail the conditions neces- 
sary to prevent food contamination on such premises. In 
the next chapter they give a full account of kitchen hygiene. 
Much of it is from the report of the Catering Trade Work- 
ing Party, issued in February, 1951, while the main parts of 
that report are printed in Appendix 3. Both this chapter 
and the next. on food hygiene in the home, will repay care- 
ful study. This is followed by one on the part education 
can play in food hygiene. In their last chapter of three 
pages the authors point out that improvements require the 
active co-operation of the central authority, local authorities, 
commercial undertakings, and the public. Included in these 
measures the authors give an important place to Food 
Traders Guilds, but they hardly emphasize sufficiently their 
drawbacks or discuss whether the enormous work they throw 
upon the local government officers running them is com- 
pensated by gains in food hygiene. _ 

The book is attractively written and few errors of fact 
have been noted, but there are a number of understatements 
apt to give a wrong impression. No one reading “ oysters 
have been responsible for typhoid fever ” and “ cockles have 
been implicated in the transmission of typhoid fever ” would 
gather that many thousands of cases of typhoid fever have 


resulted from each type of shellfish. Other misleading 
understatements are that several outbreaks of paratyphoid-B 
fever were stated to be due to the consumption of infected 
artificial cream, and that “ gas-producing yeasts are also re- 
sponsible for fermentation” of sweetened condensed milk. 
Actually gas produced by yeasts is by far the com- 
monest cause of spoilage. These are small points, and the 
reader will find the book a most useful guide to the facts 
of food hygiene and a stimulus to action to improve existing 


conditions. 
WILLIAM SAVAGE. 


EXAMINING THE URINE 


Urine and the Urinary Sediment: A Practical Manual! and 
Atlas. By Richard W. Lippman, B.S.,.M.D. (Pp. 128; 62 
illustrations (56 in colour). £2 15s.) Springfield, Illinois: 
Charles C. Thomas. Oxford: Blackwell Scientific Publica- 
tions. 1952. 


The high price of this book is presumably due to the inclu- 
sion of coloured pictures of urinary deposits. Most of these 
are pictures of casts, and casts are remarkably like the usual 
uncoloured pictures in standard textbooks. The difficulties 
in detecting and recognizing casts° arise, as Dr. Lippman 
points out, from using urine that has been kept for some 
time and has become infected and from failure to cut down 
the stop of the microscope. A book about urinary deposits 
should give more about unorganized deposits. These usually 
have no clinical significance ; but it is important to be able 
to recognize them and say with confidence, “ This is of no 
clinical significance.” And no description is given of 
deposits of cystine, although their recognition is important 
in the diagnosis of cystinuria ; while the old story of leucine 
and tyrosine crystals occurring in severe disease of the liver 
is repeated. 

The deposits illustrated are shown on a greenish-grey 
background quite unlike the background seen under the 
microscope. This is not helpful. However, the verbal 
description of organized deposits is good, and a good dis- 
cussion of proteinuria is included. The discussion of the 
clinical course of different types of nephritis is open to 
criticism. Most cases of acute glomerular nephritis recover 
and do not most often pass into a latent stage (p. 64) after 
the acute stage ; many of those that do not recover do not 
pass through a degenerative stage with oedema, hypo- 
proteinaemia, and lipaemia. I am sceptical about the 
occurrence of nephrosis without casts in the urine ; the case 
quoted in the text as an instance of this is called glomerular 
nephritis in the corresponding illustration (Fig. 48). 

The tests described can be found in most textbooks. Not 
everyone would agree that the tests selected are the best, but 
this may be a matter of personal opinion. However, the 
colour given when ferric chloride is added to the urine of 
persons who have taken salicylates or aspirin is not necess- 
arily violet; it may be indistinguishable from the colour 
given by acetoacetic acid. Half the value of nitroprusside 
tests is lost if they are done as ring tests. The mucic acid 
test for galactose is not satisfactory ; a most useful test, the 
reduction of Benedict’s or Fehling’s solutions at low tem- 
peratures by urinary pentose, is not mentioned. 


J. R. MARRACK. 


OSTEOTAXIS 


L’Ostéotaxis. By Dr. Raoul Hoffmann. (Pp. 158; 63 figures. 

1,250 or 1.600 francs, according to binding.) Paris: Editions 

Gead. 1951. / 
“ Osteotaxis ” is a composite name from which the author 
wishes us to visualize a method of fracture reduction 
analogous to reduction of a hernia by taxis rather than 
with the knife. The book’s subtitle of “ Subcutaneous Bone 
Reduction by Pins and Jointures” proclaims the identity of 
osteotaxis with the methods described in America by Roger 
Anderson and Stader. The attraction of purely mechanical 
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methods of reduction of fractures has been felt by all 
practical-minded surgeons, and the impracticability of its 
universal application has been learnt by experience. The 
varying pattern of bones and their moving coat of muscles 
present problems enough in simple fractures, and when this 
is complicated by a fracture of any severity a mechanical 
method of reduction will cure only a certain percentage. 
Each mechanical method developed shows a particular 
aptitude for one or two fractures and cannot be adapted 
to all fractures with equal efficiency. 

This monograph is written by a surgeon who has taken 
unusual pains with his particular method and endeavours 
to make it universal ; it should therefore be viewed critically. 
The process of reduction once pins have been inserted into 
the bone on either side of the fracture remains essentially 
the same as in other similar methods. The chief variation 
is a new method of introducing threaded pins into the bones. 
This is done by the use of a rectangular template through 
the four corners of which fine guide wires are introduced 
so as to touch either side of the fragment to be pinned. The 
main pins are introduced through the central holes of the 
template, thus making certain that the bone is drilled 
centrally. The screwed pins used are drill-pointed, and so 
readily penetrate both cortices, while the thread gives added 
grip. Two or more pins may be inserted in each fragment 
and then held by special clamps. The fracture is set under 
fluoroscopic control, and the clamps are bolted to a junc- 
tion bar for retention. Many additional appliances are 
available for particular fractures. 

Dr. Hoffmann has been perfecting this method over many 
years, and there is no doubt of the technical excellence of 
his appliances and their wide range of application. A simi- 
lar development of technical skill has been seen with the 
intramedullary nail. It is almost certain that this method 
also will show disadvantages when applied generally. Un- 
fortunately no indication is given in the book of the particu- 
lar fractures in which the method has proved of greatest 
assistance. The book is well illustrated, though rather in 
the manner of an instrument catalogue, but it is deficient 
in radiographs. It also lacks that informative chapter we 
should like to see on the complications encountered in the 
use of the method, though it would be unfair to say that 
the difficulties are glossed over. 

J. G. Bonnin. 


FRENCH MEDICAL DICTIONARY 


Dictionnaire Francais-Anglais et Anglais-Francais des 
termes médicaux et biologiques. By Pierre Lépine. (Pp. 829. 
£3 3s.) Paris: Editions Médicales Flammarion. London: 
H. K. Lewis and Co. 1952. 


The author decided to compile this work in 1945, when 
reviser of the French edition of the British Medical Bulletin. 
He found that the English text baffled the French transla- 
tors, both first-rate professionals and doctors who gave 
occasional help. One difficulty was the abundance of 
learned words in English; because of our traditional re- 
course to Latin, we often duplicate the English word with 
a Latin term. In this respect French is much poorer, and 
the French-English part of the dictionary is consequently 
only half the size of the English-French. 

-Dr. Lépine is well qualified for lexicography. A member 
of the Pasteur Institute, he has been in touch with British 
medicine for nearly 30 years ; he has even taught in English, 
and visits to Canada have familiarized him with American 
medical terms. His book will quickly take its place among 
the stardard medical dictionaries. The vocabulary consists 
of some 65,000 words ; those rarely used or recently formed 
are described more fully than others, and to that extent the 
work is encyclopaedic. The gender of all French nouns is 
given. The book is octavo, light, printed in large type 
on good paper, and strongly bound in cloth. The two parts 
are separated by a set of British-metric conversion tables. 

The proofs were read by a British doctor, but the author 
knows that mistakes are unavoidable and hopes they will be 


pointed out. Some words are misspelt—for example. 
abbreviation (p. 8), physics (p. 8), manganese (p. xiv), and 
Sauerbruch (p. 236). Others show errors of usage—for in- 
stance, Bertin (p. 38), which should be Bertini, since in 
English we retain Italian spelling, and metrical (p. vii), which 
should be metric (metrical measures are those that poets use). 
The crush syndrome is described as the syndrome of Bays- 
water. This is not an ordihary misprint ; 1 understand that 
French doctors find the name Bywarters hard to pronounce, 
and commonly pronounce it Bayswater. Whatever they say, 
they should of course write Bywaters. Following French 
custom, the Wassermann reaction is described as the reaction 
of Bordet-Wassermann, but Campbell-de Morgan spots are 
described as Morgan’s spots. Urinalysis is normally so 
spelt ; I have never seen uranalysis, the only form given. 
Every page will instruct or entertain the reader ; some- 
times the method of translating takes us, sometimes the word 
itself. Mortician is translated not (as we might guess) by 
morticien but by entrepreneur (ou ordonnateur) de pompes 
funébres ; croque-mort, though shorter, is disrespectful, 
since croquer means to munch. Basophobia means dread of 
walking, but basophilia means an increase in the number of 
basophil cells in the blood. Dihysteria sounds like the psy- 
chiatrist’s Waterloo, but the right doctor for this disease is 
a gynaecologist ; let us hope he is not tomomanic, or he may 
remove everything he can reach. During the war frozen 
cod made England ichthyophobic, and for all we know we 
may now be hippophagic. If you think you are a horse, you 
are hippanthropic ; should you chance to be a horse but 
think you are a man, you are anthropohippic ; the book does 
not say so, but the laws of logopoiesis require it. Lastly, 
take me not to the morgue but to the necrocomium, a lovely 
word suggesting cypress and cloistral calm. Thanks to 
Lépine I shall die happy in the knowledge that, whatever was 
or is or shall be, doctors will always have a word for it. 


RAYMOND WHITEHEAD. 


PALACE PATHOLOGY 


Second Empire Medley. Edited by W. H. Holden, Olive F. 
Abbott, Pierre Chan!aine, Macdonald Critchley, Ivor Guest, 
Donald Macandrew, and Horace Wyndham. (Pp. 96; 
illustrated. 15s.) London: British Technical and General 
Press. 1952. 


This is not a book to be recommended, if indeed it can 
be called a book. It does, however, contain a good essay 
by Dr. Macdonald Critchley on “A Medical History of 
Napoleon III,” which shines like a virtuous deed in this 
world of courtesan and can-can. Despite the presence of 
Bouillaud, Trousseau, Duchenne, and Charcot in Paris, 
Napoleon in ill-health sought the advice of Sir William 
Fergusson. Sir William’s journey to Paris resulted in a strict 
regimen for the Emperor and 3,000 guineas for himself. The 
final illness was due to renal failure associated with a vesical 
calculus and urinary infection. Napoleon III was then in 
retirement at Chislehurst, and among those doctors who 
attended him were Sir James Paget, Sir William Gull, and 
Sir Henry Thompson. 

The story is well documented and there is a good account 
of the operation of lithotrity which was eventually decided 
upon. Sir Henry Thompson, who performed the operation, 
had agreed to accept £20,000 in return for a month's resi- 
dence at Chislehurst. Napoleon died a week later, and a full 
account of the necropsy was published in The Times, Sit 
William Gull presenting a minority report. The public 
debate was continued by Sir Henry Thompson, who, at the 
instance of the Prince of Wales, defended himself ‘against 
Parisian criticism. The great infallibles of Victorian medi- 
cine not only earned vast financial rewards, but, like wicked 
animals, were prepared publicly to defend themselves and 
their opinions. Such matters are better ordered to-day. 
Dr. Critchley has added an interesting chapter to the 


pathology of the palace. 
D. V. HuBBLe. 
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ISONIAZID IN PULMONARY TUBERCULOSIS 


The announcement of the new antituberculous drug 
isonicotinic acid hydrazide, now known as isoniazid, 
was first made in the American press in February, 
1952. Although there was a tendency to discount 


journalistic enthusiasm, it was soon clear that the . 


new drug was worth careful investigation. Great 
credit is due to the Medical Research Council for 
launching a controlled clinical trial on a wide scale 
by March, 1952, and to the Tuberculosis Chemo- 
therapy Trials Committee, which has been able to 
complete an important preliminary report, published 
in our opening pages this week, six months after the 
start of the trial. This was achieved by the use of 
a system requiring continued analysis of accumulating 
data, and has involved an immense amount of work 
by those responsible for the co-ordination of the trial 
and the statistical analysis of the results. A tribute 
must also be paid to the clinicians and bacterio- 
logists of the 39 participating hospitals in England, 
Scotland, and Wales, whose enthusiasm and self- 
discipline made the trial possible and enabled those 
who compiled the report to present the results so 
quickly. 

This preliminary report, following the basic prin- 
ciple of earlier controlled trials by the Medical Re- 
search Council of chemotherapy in tuberculosis,” is 
a comparison of the results of treatment with isoniazid 
alone, in doses of 100 mg. twice a day by mouth, 
with those obtained by giving streptomycin, intra- 
muscularly in doses of 1 g. daily, combined with 
the sodium salt of para-aminosalicylic acid (P.A.S.) in 
doses of 5 g. four times a day by mouth. In contrast 
to the previous trials, patients with pulmonary dis- 
ease of a wide range of séverity were included, the 
cases being divided into three main groups according 
to the acuteness of the disease. The report concerns 
331 patients who have been treated for three months. 





1 See leading article in the British Medical Journal. 19$2, 1, 858. 

8 British Medical Journal, 1948, 2, 769; 1950, 2, 1073; 1952, 1, 1157. 
3 Klee, P., Dtsch. med. Wschr., 1952, 77, $78 

4 Monaldi, V., Rif. med.. 1952, 66, 393. 


ee 


Patients were allotted at random to the alternative 
treatment groups, 173 receiving isoniazid alone and 
158 streptomycin combined with P.A.S., the range of 
severity in the two groups being similar. The report 
shows that at the end of three months’ treatment the 
results with isoniazid are comparable to those with 
streptomycin combined with P.A.S. The only statis- 
tically significant difference between the two regimes 
was in the amount of weight gained by patients ; there 
was significantly greater increase in those treated with 
isoniazid. The improvement in the general condition 
of the patients on isoniazid was also a little greater, 
perhaps owing to the absence of the nausea and anor- 
exia often associated with P.A.S. To offset these 
advantages streptomycin and P.A.S. were rather more 
effective in reducing fever and the erythrocyte sedi- 
mentation rate, in converting the sputum from posi- 
tive to negative, and in improving the radiographic 
appearance of the disease; but the differences are 
not great and are certainly not statistically significant. 
In patients with acute disease these differences are 
smaller still, or even to the advantage of isoniazid. 
In the doses used, and over the period of observa- 
tion, isoniazid was remarkably free from toxicity. In 
only one patient out of 173 was it thought necessary 
to stop the drug, whereas streptomycin and P.A.S. 
were discontinued in seven cases. A number of side- 
effects of isoniazid were reported, including drowsi- 
ness, exaggeration of deep reflexes, tremor of limbs, 
twitching of the legs, disturbances of micturition, 
“ nervousness,” constipation, transient flushing of the 


- face, pruritus, and desquamation of the skin. This 


may seem a formidable list, but the effects were 
observed in only a small number of the patients and 
are such as might well be recorded in any group of 
patients subjected to close observation and inquiry. 
This view is strengthened by the variation from hos- 
pital to hospital of reports about side-effects, and by 
the rather different toxic reactions reported in the 
German’ and Italian‘ literature. 


Unfortunately isoniazid is shown to have one - 


very grave disadvantage: drug-resistant bacilli have 
quickly appeared in patients being treated with it. 
Of those whose sputum remained positive, isoniazid- 
resistant tubercle bacilli were isolated from 10% after 
treatment for one month, from 50% after two months, 
and from 70% after three months. Moreover, there 
was less improvement in the patients from whom 
resistant bacilli were isolated, even allowing for the 
tendency for resistant organisms to emerge in the 
more severely ill. It seems, therefore, that isoniazid- 
resistance is of clinical significance. The combined 
use of isoniazid with streptomycin and with P.A.S. 





a fo eee se hlUCUrhh Ur lUCU rr lUCUrrClCe 


rf 


| ok a en ~~ ee 





ive 
ind 
of 
Ort 
the 
ith 
tis- 
nes 
ere 
ith 
on 
er, 
or- 
Se 
re 
di- 

Si- 

Lic 

re 

at. 


a- 
in 
ry 


o- 
i- 


AY sy 











ISONIAZID IN PULMONARY TUBERCULOSIS 





Oct. 4, 1952 wea a, 765 
is at present under trial, with the object of finding out 
oti . . ELECTROENCEPHALOGRAPHY 


if the emergence of resistant organisms can be pre- 
vented. So far isoniazid-resistant bacilli have been 
isolated from only two patients out of eleven treated 
for two months with streptomycin and isoniazid to- 
gether: in both these patients the organisms were 
found to have been streptomycin-resistant at the start 
of treatment. But results in such a small number 
of cases can be suggestive only, and it is not yet 
known whether isoniazid reciprocally diminishes the 
emergence of streptomycin-resistant bacilli. 

It is clear from this preliminary report that isoniazid 
is a very effective antituberculous drug, but that in 
view of the ready emergence of drug-resistant organ- 
isms it should in general not be given alone. Until 
it is determined whether either streptomycin or P.A.S., 
given together with isoniazid, effectively and recipro- 
cally diminishes the incidence of resistance to both 
the drugs used, it will be wise not to use isoniazid 
even in combination except on limited indications. 
Gross intolerance to streptomycin or P.A.S. is one 
indication ; though it must be remembered that most 
patients sensitive to either drug can be readily desensi- 
tized. Known resistance of a patient’s tubercle bacilli 
to streptomycin or P.A.S. is a second indication, pro- 
vided that chemotherapy is imperative. In such a 
case it is probably best to combine isoniazid with 
either streptomycin or P.A.S., according to which of 
them it is hoped the bacilli-are still sensitive. Un- 
fortunately, when streptomycin and P.A.S. have been 
given for long periods, tubercle bacilli found to have 
developed resistance to one drug will in many cases 
also be found to be resistant to the other. Never- 
theless the combined treatment is worth trying, though 
at present it must be assumed that isoniazid will be 
clinically effective for a month or two only and must 
therefore be given only when chemotherapy is essen- 
tial. When a patient is desperately ill and is failing 
to respond to streptomycin and P.A.S.—a rare occur- 
rence in the absence of drug resistance—the adminis- 
tration of isoniazid in addition to the other drugs is 
possibly justifiable. But, for reasons which will be 
clear from this discussion, the use of all three drugs 
as a routine is undesirable: at present isoniazid is a 
drug to keep in reserve. 

It is possible, and even probable, that this cautious 
view of isoniazid treatment will be modified when 
the results of the further trials now under way are 
known. Meantime those who have to treat pulmo- 
nary tuberculosis will be serving both their patients 
and the public by continuing to rely on the combina- 
tion of streptomycin with P.A.S. for the routine 
chemotherapy of tuberculosis. 


When Professor B. H. C. Matthews succeeded 
his chief, Professor E. D. Adrian, O.M., in the 
chair of physiology in Cambridge it gave particu- 
lar satisfaction to workers in the field of electro- 
encephalography, with which these two names will 
always be linked. Their past collaboration has pro- 
duced work of great scientific excellence, but none 
with such far-reaching results as their confirmation 
of the work of Hans Berger—the observation that 
the electrical activity of the human brain could be > 
recorded from the intact scalp. The recent award 
of a knighthood to Professor Matthews, though for 
work of another kind, is a not inappropriate occa- 
sion to consider the history of electroencephalography 
in this country and its present position here. 

Soon after publication of Adrian and Matthews’s 
work reports began to appear on the possible clinical 
uses of E.E.G., and by the beginning of the second 
world war the fundamental human norms were well 
established, and various changes associated with epil- 
epsy and with structural cerebral damage were recog- 
nized. Laboratories in America and many European 
countries were actively concerned in this pioneer obser- 
vational work. Its growth was brought to an abrupt 
halt by the war everywhere except in the U.S.A., where 
commercially made apparatus of good quality con- - 
tinued to be available and the demands on the research 
workers were, for a while at least, less pressing. In this 
country the requirements of radar and radio communi- 
cation made it impossible to obtain new apparatus, so' 
that during the war years and for some time afterwards 
very few new centres were set up and few new workers 
entered the field. Nevertheless there were enough to 
form a discussion group, which in 1945 became the 
E.E.G. Society, the first of its kind. This example 
was followed shortly in the U.S.A., which has both 
a national and regional societies, and by half a dozen 
other countries. Thanks to the energy of Dr. Grey 
Walter, who had been largely responsible for forming 
the Society, the first international congress was held 
in London in 1947, followed by the second in Paris 
in 1949. As a result of these congresses the subject 

“now has an International Federation, which is affili- 

ated with Unesco, and owns the very flourishing 
Electroencephalography and Clinical Neurophysio- 
logy. The third international congress is due to 
take place next summer in Boston. 

Great Britain has thus played an active part in the 
development of clinical electroencephalography and 
has made technical and clinical contributions of 
the first importance, but there is no cause for com- 
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placency. Nothing could be less desirable than 
nationalism in science and medicine—examples are 
not hard to seek—and the rapid advance of electro- 
encephalography is a fine example of international 
co-operation. But pride in national achiévement is 
healthy enough, and we should take what steps we 
may to maintain our pioneer position. At the present 
time there are some 60 centres in the British Isles 
where E.E.G.s are being recorded—mostly in England, 
with the greatest concentration in and around Lon- 
don, but a number in Scotland, Wales, and Northern 
Ireland. These vary greatly in their capacity and the 
use to which they are put, but in total they represent 
a potentially adequate service for the country. In 
some the emphasis is on diagnosis, in others on clini- 
cal research, while in very few indeed is it on funda- 
mental research into the nature of the E.E.G. and its 
relationship to cerebral function. 

As so often with a new subject, most of the pioneers 
in this country came to it rather by chance, and the 
opportunities for formal training are still limited and 
inadequate ; this is not through any lack of good will 
but because of the preoccupation of the possible 
teachers and the need for knowledge covering an 
unusually wide range of subjects. In particular, the 
young neurologists and psychiatrists who intend to 
use the E.E.G. as a clinical tool rarely equip them- 
selves with an adequate background of neurophysio- 
logy, so that the chances of their interpretation of 
the E.E.G. being more than empiric are not great. 
The output of experimental observation on cerebral 
electrophysiology from this country is very small, 
and direct recording from the exposed human brain 
is only now getting some of the attention which 
Penfield and Jasper, for example, have shown to be 
its due. 

On the technical side also the staff of the E.E.G. 
centres has suffered from lack of adequate training. 
This is being dealt with by the formation of the Elec- 
tro-physiological Technologists’ Association, which is 
setting up standards of entry and training and will 
hold examinations in proficiency, so that it may be 
hoped that before long all centres will be served with 
a technical skill equivalent to that which exists, for 
example, in radiology. , 

If the country is to make the most of its resources 
it is necessary that apparatus should be placed where 
it is most useful, not, as has often happened in the past, 
where the budget has not been fully spent. Staff must 
be chosen and trained for the job, not utilized because 
on the pay-roll. No knowledge in the modern world 
can be expected to pay greater long-term dividends 
than full understanding of the human mind, and no 
approach is more promising, or being more actively 
exploited, than through the study of cerebral elec- 
trical behaviour. This country is in danger of being 


left behind in this study because of the lack of trained 
neurophysiologists, or of neurologists and neuro- 
surgeons with physiological training and interests. 








THE OFFENDING FORESKIN 

Whether the continued popularity of the operation of 
circumcision depends on a herd-belief in the validity of 
an ancient ritual or on its presumed value as a hygienic 
measure is impossible to say. Drs. D. MacCarthy and 
J. W. B. Douglas and Mr. C. Mogford, in their useful 
report at page 755 of an inquiry directed to the mothers 
of 2,428 male children born in Great Britain in the first 
week of March, 1946, record that their agents, the health 
visitors, did not ask why the boys had or had not been 
circumcised, because such questions provoke stereo- 
typed and unreliable answers. This is true, but it would 
have been useful to know whether the mothers in 
general denied that the wish for the operation came 
from themselves and to what extent the fathers, the 
doctors, or the midwives were responsible. If the medi- 
cal profession one day decided that the performance of 
100,000 such operations annually was not only a waste 
of medical and nursing time but exposed these babies 
to an avoidable hazard it would be necessary to discover 
to which of these groups the conviction of error must 
be carried. Obviously the doctors themselves have not 
yet been convinced by the case against circumcision, 
admirably and dispassionately stated by Gairdner in our 
columns,' for thousands of doctors both inside and out- 
side hospital continue to perform the operation. About 
250 circumcisions are done annually by the house- 
surgeons in a provincial children’s hospital. 

This report of MacCarthy and others, which was 
jointly sponsored by the Institute of Child Health 
(University of London), the Society of Medical Officers 
of Health, and the Population Investigation Committee, 
confirms and extends the statistical findings of Gairdner, 
and it shows that by the time boys have reached the age 
of 44 years about 24% have been circumcised and that 
three-quarters of these operations have been made in the 
first six months of life. The curious disparity between 
the social classes was again demonstrated, for Gairdner 
found that, while no more than half the boys in the 
primary and secondary schools of Cambridgeshire had 
been circumcised, Sir Alan Rook reported that 84% of 
undergraduates coming from the best public schools to 
Cambridge were without foreskins. The present inquiry 
shows that this difference between social groups depends 
entirely on the greater number of operations performed 
in the first month of life, 23.9% of the male children of 
the professional classes being operated on in the first 
month as compared with 9.3% for the whole popu- 
lation. We may discern here among the professional 
classes a higher capacity for planning: “If it were 
done when ‘tis done, then ’twere well it were done 
quickly.” The writers of this report suggest that there 
is also among women of the salaried and professional 
classes a greater determination to avail themselves of 
medical services : their children “ are more likely to be 
vaccinated, immunized, and to have their tonsils 


1 Gairdner, D., British Medical Journal, 1949, 2, 1433. 
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removed.” No doubt this is so, and it becomes the more 
necessary that the advice so readily taken should be 
proffered with professional care. Although none of these 
600 boys died as a consequence of the operation, 
Gairdner estimated that 16 deaths in children occur 
annually as a result of circumcision. The authors report 
that 32 of the children operated upon suffered minor or 
major complications. 

When the medical profession has realized that circum- 
cision in the first three years of life is an unnecessary 
operation, the parents will soon be dissuaded from 
requesting it. The matter is not important enough for 
a national propaganda campaign addressed to the laity, 
who already suffer from a surfeit of exhortation. If 
those who teach paediatrics to medical students and 
those who lecture to midwives would remember to con- 
demn the operation as a treatment for the non-retract- 
able prepuce of the infant, routine circumcision would 
again be no more than a religious ritual and an 
anthropological curiosity. 





INHERITANCE OF LONGEVITY 


During the last 50 years a number of different workers! 
have found that there is a positive correlation between 
the life span of parents and of their children. On the 
average long-lived parents have children who live longer 
than the children of short-lived parents. The correla- 
tions obtained were small but quite significant, and they 
have generally been interpreted as implying that heredi- 
tary factors are in some way determining longevity. 
The interpretation of such results is of course somewhat 
difficult, because a number of non-genetical causes may 
well lead to a similar sort of correlation. The expecta- 
tion of life of an individual is no doubt dependent on 
such factors as his economic and social status, his degree 
of exposure to industrial risks, the general hygienic 
conditions under which he lives, and so on. Ina mixed 
population family groups will differ in these various 
respects, and so one might well find that the average 
‘length of life was greater among the members of some 
families than others for purely sociological reasons. In 
particular if, for any reason, one or both parents die 
young the living conditions of the children may be dras- 
tically altered : early orphanhood could for that reason 
alone shorten the expectation of life of orphans. The 
contribution of such environmental factors to the posi- 
tive correlations observed between the life spans in 
parents and their children are difficult to assess, but 
it seems unlikely that they can account for the whole 
phenomenon. 

Recently Jalavisto® has recorded the results of an 
interesting investigation of this problem, using the pub- 
lished family records of the Finnish and Swedish middle 
class and nobility of the period between 1500 and 1900. 
The greater part of the material is derived from the 
eighteenth and first quarter of the nineteenth centuries. 
Only individuals born before 1829 were included; so as 


1 and Pearson, K., Biometrika, 1901, 1, 50. 

2 Néllen og Ww A. D., Z- menschl. Vererb.-u. KonstitLehre, 1932, 16, 707. 
B rt an , R., and Pearl, "R D. W., The Ancestry of the Long-lived, 1 1934, 
altimore. 


4 Dublin, L. I., and Lotka, A. J. lout of Life, 1936, New York. 
5 Ann. Med. intern. ee 1951, 40, 263 
6 J. Hered., 1948, 3 0, 349. 





to avoid any bias caused by an individual not having 
died by the time of the publication of the records. Fur- 
thermore all-cases of violent death were excluded. The 
data are very extensive and represent, it is suggested, a 
population that can be regarded more or less as an 
economically and socially homogeneous group, though 
of course this point was difficult to demonstrate objec- 
tively. The expectation of life was calculated simply 
as a mean of the ages of death, and it was found that 
with increasing parental longevity the mean length of 
life of the children steadily increased. The effect was 
equally marked in the higher parental age groups (60-90 
years) as in the lower, so that the result could not be 
readily attributed to alterations in economic status fol- 
lowing the early death of either parent. The same kind 
of result was obtained when the expectation of life at 
the age of 5 years was calculated, thus excluding the 
possibility that the sole cause of the effect was an exces- 
sive number of deaths in infancy among the children 
of the less long-lived parents. One curious and perhaps 
important feature of the data was that the increased 
expectation of life in the children was much more 
marked with the longer-lived mothers than with the 
fathers, and the paternal effect seemed to be greater 
among the sons than the daughters. 

On the whole it is difficult to avoid the conclusion, 
from these findings, that genetical factors are of some 
importance in determining longevity, and support for 
this idea has also been provided in recent years by the 
work of Kallmann and Sander* on aged twins. They 
have studied a series of twin pairs, both members of 
which. died of natural causes over the age of 60 years. 
They found that the difference in life span between 
identical twins was about half that between non-identical 
twins of the same sex. Identical twins are derived from 
a single fertilized ovum and hence possess the same 
genetical constitution. Non-identical twins are derived 
from two separate ova and resemble each other geneti- 
cally only to the same degree as ordinary brothers and 
sisters. A closer similarity with respect to some par- 
ticular character between members of identical twin 
pairs than between members of non-identical twin pairs 
is usually attributed to genetical causes. 

An individual’s genetical make-up is such that he is to 
a greater or lesser extent susceptible to the development 
of particular diseases, and he can withstand particular 
environmental stresses with a greater or lesser degree of 
resilience. As a consequence his inherited constitution 
will, up to a point, determine the length of his life, al- 
though of course the kind of environment he lives in may 
be of overriding importance in any particular case. Occa- 
sionally a person may possess an abnormal gene which 
predisposes him to the development of some specific 
hereditary disease, such as polycystic kidney, Friedreich’s 
ataxia, or hepato-lenticular degeneration, which inevi- 
tably leads to a much shorter Jife span than that of the 
average person. However, such single specific genetical 
causes leading to a drastic curtailment in expectation of 
life are rare, and in the majority of individuals the geneti- 
cal factors determining age at death must be multiple. 
It will be necessary to identify each factor individually 
and to study in detail its no doubt extremely subtle 
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effects on human biochemical and physiological con- 
stitution before we can hope to obtain any clear under- 
standing of the processes involved in bringing about 
these parent-child correlations in longevity. The prob- 
lem is like that of determining the hereditary factors in 
other complex human characters, such as stature and 
intelligence, where the character as we observe it in 
any one individual must be regarded as resulting from 
the complicated interaction of a large number of geneti- 
cal and environmental factors. 





THE END OF THE LONDON LOCK 
HOSPITAL 


The London Lock Hospital is closing its doors in a few 
weeks after an unbroken history of over 200 years. 
Previously, in 1949, it was threatened with extinction 
but saved by an outcry in the lay and medical press. 
The need for its continued existence does not appear 
to have altered, but the heavy hand of bureaucracy has 
decided otherwise, and another chapter in the history 
of medicine in England will thus end. 

For the first hundred years of its life it was associ- 
ated almost entirely with St. George’s Hospital. This 
was natural, as it was founded in 1746 by one of the 
surgeons to St. George’s, William Bromfeild' (as he 
always spelt his name) ; and it was situated in what was 
then called Chapel Street within sight of that hospital. 
Almost automatically its surgeons became surgeons to 
St. George’s, sometimes continuing also at the Lock, 
sometimes resigning when they got on the staff of the 
mother hospital. John Hunter as a student walked 
its wards, but his constant quarrels with Bromfeild, 
Hawkins, Gunning, and Keate kept him off the staff. 
William Blair, the friend of Lettsom, whose portrait 
appears in the Medley picture of the Founders of the 
Medical Society of London, was one of its surgeons ; 
as was also Keate, an early master of the newly formed 
College of Surgeons. One of the last St. George’s men 
to serve it was Henry Lee, the friend and contemporary 
of Timothy Holmes. 

It was an election to the staff of St. George’s that 
broke up this family connexion. There were two com- 
petitors, Edward Cutler and Samuel Lane, each surgeon 
to the Lock. It was thought that Lane was sure to get 
the post, for he was also the proprietor of the popular 
and successful Grosvenor School of Anatomy, at which 
the students of St. George’s had their preliminary train- 
ing. But Cutler was elected. In high dudgeon Lane 
severed his connexion with St. George’s, took his school 
of anatomy to a new site in Paddington, and there 
founded the present St. Mary’s Hospital and Medical 
School. That is why three generations of Lanes— 
Samuel, James, and Ernest—were surgeons both to 
St. Mary’s and the Lock. 

Associated with Samuel Lane at St. Mary’s were William 
Coulson and his nephew Walter. Walter was surgeon 
to the Lock, but owing to some internal quarrel he and 
his uncle William decided to found another hospital. 
They called it St. Peter’s Hospital for Stone, and started 
it in Berners Street, near the Middlesex. What the 

1 See British Medical Journal, 1946, 2, 16. 





quarrel was about is probably buried in the records of 
the Lock and St. Peter’s, but it must have been patched 
up, because Walter Coulson died senior surgeon to both 
hospitals. The two Coulsons were pioneers in the treat- 
ment of stone and diseases of the prostate. William 
left a fortune of a quarter of a million derived from 
practice, and Walter inherited it. From this-history it 
will be noted that St. Mary’s and St. Peter’s were each 
an offspring of the Lock. 

Probably the most distinguished house-surgeon the 
hospital ever had was Addison, of pernicious anaemia 
fame, and its most famous postgraduate David Living- 
stone. In more recent years Berkeley Hill, Curgenven, 
Alfred Cooper, and Jonathan Hutchinson, jun., lent dis- 
tinction to the staff. 

The records from 1746 up to the date when the hos- 
pital was taken over by the North-west Metropolitan 
Regional Hospital Board are intact. They cover, as 
nothing else could, the history of the treatment of 
venereal disease in England from the time of John 
Hunter until to-day. It is to be hoped that these in- 
valuable records will not be lost. They should be in 
the safe custody of some body such as the Royal Col- 
lege of Surgeons or the Royal Society of Medicine. 





ANIMAL AND HUMAN VISION 


Contrary to popular belief, rather few animals have 
eyes with a better performance than our own, and it 
is interesting to look at a few examples where an animal’s 
sight is definitely known to be superior. The eagles 
and hawks have a reputation for keen sight, and this. 
can easily be confirmed by observing their habits. There 
are no experimental data allowing a numerical com- 
parison with the acuity of man, but one can estimate 
an upper limit to the eagle’s acuity from the diameter 
of its pupil, applying the usual formula for the resolv- 
ing power of a telescope, and also from the size of the 
cones and the focal length of the eye, These esti- 
mates agree with each other and with the experimentally 
observed acuity in the case of the human ; for the eagle 
they suggest an acuity possibly twice as good as ours, 
but not more. The cat’s reputation for seeing in the 
dark now rests on sound experimental evidence, for 
Gunter’ has recently persuaded his cats to disclose 
their powers ; it turns out that their absolute threshold 
(the minimum visible intensity of light) is about one- 
fifth of ours. This is only a slight extension of the 
range over which the human eye works, for the 
absolute threshold is already only 1/10,000,000 of the 


intensity of a piece of white paper in sunlight, and the * 


cat achieves the improvement by enlarging the pupil 
and by reflecting light back through the retina from 
the tapetum, so that the light passes through the retina 
twice instead of once. Both these ways of improving 
sensitivity must detract from the performance of the eye 
under conditions of good illumination. 


ae ~-_e (Lond.), 1951, 114, 8. 
2 Hecht, S., and Pirenne, 'M. H., J. gen. Physiol., 23, 709. 
3 Matthews, D.C. and Matthews, L. H. ee Tet: ise, 143,983. 
London, 1891. Sir John, The Senses, Instincts, and Intelligence of Animals. 
n 
5 Von. Frisch, K., Bees: their Vision, Chemical Sense, and Language. New 
York, 1950. 
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The owl is another animal that must have very 
good sensitivity, and it is uncannily impressive to 
hear one flying smoothly through a wood on a dark 
night when humans have to feel their way cautiously 
with their hands. It was once suggested that they made 
use of the infra-red radiation from small mammals in 
order to locate and catch them, but this has been dis- 
proved? *; the visibility of the far-red, relative’ to the 
green, is no greater for them than it is for us, and it 
is now suggested that they hunt by ear and not by 
sight. 

As with other optical instrumenfs, the actual size of 
the eye limits the sensitivity and acuity that can be 
achieved. It is safe to say that an animal with a pupil 
less than 2 mm. in diameter could not have an acuity 
greater than ours, and it is most improbable that an 
animal with an expanded pupil less than, say, 5 mm. in 
diameter could have a sensitivity greater than ours. 
The large eyes of horses and cattle could provide good 
sensitivity, and there is at least anecdotal evidence that 
this is achieved. 

The human eye, then, is a magnificent compromise in 
being almost as good as the eagle’s by day, and almost 
as good as the cat’s by night. As usual, the bubble of 
complacency produced by this knowledge is pricked by 
the insects, for they really can see things that we can 
never see. It is true that their acuity is low (one- 
hundredth of ours for the bee), and their sensitivity 
worse (one-thousandth of ours); but they can detect 
ultra-violet light* and can even discriminate it from the 
light of longer wavelength which is visible to us. They 
thus perceive a colour which we are blind to, but this 
is quite a simple extension of our power of colour vision 
made possible by the very short distance the light travels 
inside their compound eye. Bees also have the ability 
to detect the plane of polarization of light and the 
extent to which it is polarized,® and this is a thing we 
can do only with the aid of instruments. Light from 
the blue sky is partly polarized, and the plane of polari- 
zation points at the sun. The fraction that is polarized 
depends on the angle between the sun and the part of 
the sky from which the light comes, so that the posi- 
tion of the sun can be deduced from observation of a 
single patch of blue sky even when the whole of the 
rest of the sky is obscured by clouds. Knowing the time 
of day; a bee can get a compass bearing from one small 
patch of blue sky, and, incredible as it may seem, bees 
use such bearings to direct other bees from the same 
hive to rich sources of honey. And all this is done with 
an eye two or‘three millimetres across and a nervous 
system weighing a few milligrams. 





PATHS TO CORTISONE 


About a year ago we described! some of the steps that 
were being taken towards the laboratory synthesis of 
cortisone. The manufacture of cortisone depends on 
very complicated chemical processes, which can be 
varied in many ways, and there are several stages where 





1 British Medical Journal, 1951, 2, ., 

2 Peterson, D. ~ ape and Murray, H.C., 

3 Mancera, O. , ibid., 1952, 74, 5711. 
4 Fried, J., aah. ‘oid. 1952, 74, "3962. 


J. Amer. chem. Soc., 1952, 74, 1871. 


there is a possibility of considerable economy if short 
cuts by novel methods can be discovered... Evidently 
there has been a widespread investigation of the ability 
of micro-organisms to carry out some of the more 
tricky chemical transformations, and the results of this 
work are now appearing from several quarters. The 
Upjohn company? recently announced that the mould 
Rhizopus arrhizus is able to put an 1la-hydroxyl group 
into progesterone. Soon afterwards the workers in the 
research laboratories of Syntex* announced that they 
had isolated a member of the Rhizopus family from 
Mexican soil which carried out the same transforma- 
tion in better yield. -Having solved the chemical prob- 
lem of transforming 1la-hydroxyprogesterone to corti- 
sone, the manufacturers can now use a combined micro- 
biological-chemical route from diosgenin to cortisone in 
14 stages. Most recently, from the Squibb Institute for 
Medical Research comes a paper‘ describing the use of 
the familiar Aspergillus niger for oxidation of steroids. 
The most important example is the oxidation of Reich- 
stein’s Compound S to a substance which yields corti- 
sone acetate in two simple stages. It is not yet known 
how soon these and other new processes will be used in 
large-scale manufacture, but it is clear that there are 
good prospects of competitive supplies of cortisone in 
the near future. 





THE REFRESHER COURSE 


The first 55 articles of our weekly Refresher Course for 
General Practitioners are now available as a book. Each 
article has been revised and brought up to date by its 
author. The Refresher Course, which has been a regu- 
lar feature of the Journal since October, 1949, is in a 
sense the post-war successor to Treatment in General 
Practice, but with an important difference. Whereas 
Treatment in General Practice dealt with medicine in 
a systematic and slightly academic manner, the Re- 
fresher Course has always tried to look at it through 
the eyes of the general practitioner. That is why so 
many of the articles in the Refresher Course book are 
on common symptoms such as headache and dyspepsia, 
and why so many are about the management of sick 
people, rather than the treatment of their diseases. The 
article by Sir Charles Symonds on the management of 
the epileptic is a model of this kind. From time to time, 
also, it is necessary to review new forms of treatment 
and put them in perspective beside older remedies. 
Many readers will therefore welcome Professor L. P. 
Garrod’s chapters on the antibiotics. Indeed, expert 
assessment of current therapy is a notable feature of the 
book throughout. It is hoped that the articles will be 
a helpful introduction for doctors starting in geferal 
practice as well as providing useful reminders for experi- 
enced practitioners. 

The present edition is a limited one, so an early order 
is strongly advised. A coupon for this purpose will be 
found on page 23 of the advertisements. 





We announce with regret the death on September 29 
of Dr. Wilfred Watkins-Pitchford, a Vice-President of 
the British Medical Association. 
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REFRESHER COURSE FOR GENERAL PRACTITIONERS 
INTERPRETATION OF WOUNDS 


F. E. CAMPS, M.D., D.T.M. 
Lecturer in Forensic Medicine, London Hospital 


A medical practitioner may at any time be called upon 
to treat a case of injury which has some medico-legal 
implication. In some cases it may be an obvious criminal 
assault, such as stabbing, when the nature of the case is 
clear and hence advertises the necessity for a careful 
examination and proper notes of the findings. On the 
other hand, with a less sensational injury such as a bruise 
or abrasion the possibility of subsequent proceedings 
may not even cross the mind of the doctor until he is 
asked to provide a statement or he receives a subpoena. 
If by chance he has failed to keep any notes or has 
carried out only a perfunctory examination, he may find 
himself in the embarrassing position of having to admit 
it in open court, which will neither increase his self- 
confidence nor enhance his reputation. Apart from the 
selfish aspect, he has also a duty to the public, who 
are entitled to an opinion which may help either to 
acquit the innocent or to bring the guilty to justice. It 
is frequently upon such an opinion that a decision 
whether or not to take legal proceedings will depend. 
The practitioner will therefore be required not only to 
describe the injuries, but also to express an opinion on 
how they were caused, their severity, and possibly their 
age. ; 

Broadly speaking, there are two ways in which a 
request for such an opinion can occur : there may be 
a specific request for the practitioner to examine some 
injuries and report upon them, or, alternatively, he may 
be asked for an opinion upon some injuries he has seen 
and treated. In the first case he must, of course, obtain 
consent from the person who is to be examined (if a 
child, from the parent or guardian) before carrying out 
the examination ; in both he must have permission from 
the patient to disclose the information. The reason 
for the examination should always be disclosed. Such 
consent should never be implied, and should be obtained 
either in writing or in the presence of a third person. 
When an examination is requested it should cause no 
difficulty, because the practitioner is forewarned and 
would be unlikely to undertake it without some experi- 
ence in such work. It is quite a different matter when 
a doctor who has treated an injury is suddenly asked 
for an opinion upon it. With this in mind certain 
fundamental principles in the examination of wounds 
and the conclusions to be drawn from them must be 
observed : 

First examine the injuries, if necessary with a lens, and 
take+«measurements. If there is a doubt about their cause 
obtain a photograph before carrying out any major repair 
which will destroy the appearance. The photograph can 
then be shown to a colleague if a second opinion is wanted. 
If the patient dies, the actual lesion should be retained. 

Secondly, try to decide how the injuries happened before 
hearing the patient’s story. Many practitioners have been 
misled by assuming that an injury was sustained in the 
way the victim said. Weigh up your opinion carefully 
before committing yourself, for on it a charge may be made 
and you will have to substantiate the opinion in court. 

It is clear, then, that a knowledge of wounds is necessary 
to every qualified practitioner, not only to medico-legal 


/ 


experts. However, this should not prevent the practitioner 
from seeking expert advice when he feels any doubt. A 
wound may be defined as “a disruption of the continuity of 
any of the tissues of the body caused by injury.” A legal 
definition is unnecessary, as the legal wording is sufficiently 
comprehensive to apply to any injury whatsoever. This 
stresses the fact that in interpreting wounds trivial lesions 
such as scratches and abrasions may be just as important 
as the more severe effects of trauma. Much attention is 
usually paid to recording the appearance of a major injury 
such as a stab wound, the interpretation of which may be 
easy, while the less dramatic abrasions are treated in a 
casual manner or even completely overlooked. The 
incorrect interpretation of these minor injuries may easily 
lead to grave miscarriage of justice. 

The reason for the examination of any wound is to deter- 
mine, so far as possible, how and by what it was caused, 
how much force.was required to produce it, the risk to life, 
and the likely amount of permanent damage. With these 
objects in mind it is proposed to discuss in detail the vari- 
ous types of wound, with particular attention to the 
mechanics of their production. We have to consider abra- 
sions, bruises, lacerations, incised wounds, and stab wounds. 


Abrasions 


Abrasions are caused by injury of the superficial layers 
of the skin. Although the least serious, they may be the 
most significant of all wounds. They can be described in 
three groups according to how they have been caused, but 
all are produced by the skin coming in contact with some 
rough or sharp object, or by such an object coming in con- 
tact with the skin. 

Scratches are due to a sharp object passing across the 
skin and moving the surface layer in front of it, thereby 
heaping up the cuticle and showing the direction. The 
appearance of a scratch may be characteristic: with a 
thorn, for example, the scratch is narrow throughout and 
tails off, while a finger-nail scratch will usually be broad 
at its commencement. 

Grazes, although mechanically a modification of scratches, 
differ because the object causing them is usually a rough 
surface. The texture of the surface, however, varies from 
the coarse rough surface of gravel to the finer surface 
of asphalt. A variation in depth from place to place 
will occur. Direction is shown by the clear beginning 
and the tags of skin at the finish. There may be slight 
undercutting if there has been some associated lateral 
movement. 

Imprint or pressure abrasions are self-descriptive, and the 
mechanism is a localized pressure applied to the skin. 
According to the elasticity of the surface the imprint of the 
object causing it will show varying degrees of distortion. 
but often the shape of the mark will permit identification. 
Cord marks in strangulation and radiator marks in road 
accidents are good examples. 

In interpreting abrasions it may be possible to define: 
(1) the surface or object which has caused them, from the 
appearance and from the presence of foreign material, such 
as grit or glass; (2) their direction, as already discussed ; 
(3) their age, from appearance and stage of healing; and 
(4) their position, including height from ground. A good 
example of the importance of the position of an abrasion 
occurred during the war. 

A man walking down from a Home Guard meeting at the top 
of a hill was found unconscious in the road. He was taken to the 
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local hospital and later died. At necropsy, on the outer 
side of the left thigh were seen linear pressure abrasions which 
coincided in spacing and height from the ground with the shock- 
absorber adjuster of a vehicle which had passed down the road, 
a motor-cycle and side-car. 


Bruises 

Bruises are extravasations of blood into the tissue beneath 
the skin. Although nearly always due to trauma, which 
may vary from firm gripping to gross violence, spontaneous 
extravasations may occur in diseases such as purpura and 
leukaemia or even after the administration of anticoagu- 
lants. A bruise can be easily distinguished from hypostasis 
by incision, for in the latter case the blood will exude from 
the capillaries. If there is doubt, microscopy will decide 
the issue. 

Superficial bruises are easily seen, but deep bruises may 
not appear for some time, if at all, and may be identifiable 
in life only by tenderness, with possibly some swelling, or 
at necropsy by dissection. Bruises are of particular impor- 
tance in motor-vehicle accidents, and hence in such cases 
the situations where bruises may have occurred, such as 
calves, hips, buttocks, and back, should be carefully 
examined with a view to reconstructing the mode of 
impact. Although the amount of bruising is related to 
the degree of violence to some extent, it is not a reliable 
guide, as the following factors will modify the appear- 
ances : 

Cundition and Type of Tissue-—Loose tissues, such as the skin 
around the eye or after wasting, bruise easily. The presence of 
subcutaneous fat also allows extravasation. Tissues which are 
strongly supported with fibrous tissue will bruise less easily. 

Age.—The bodies of children, because of the looseness and 
delicacy of the skin, and of old people, because of vascular 
changes and loss of flesh, bruise particularly easily. 

Texture and Colour of Skin—Fair people naturally bruise more 
obviously than dark. 

Sex.—Women, especially if obese, bruise more easily than men. 

Natural Disease—Persons suffering from hypertension or blood 
disease tend to show unusually wide extravasation from slight 
injuries. 

The fact that a bruise may be disproportionate to the 
violence causing it indicates the need for caution in express- 
ing an opinion about the severity of the blow that caused 
it. Firm gripping will cause rupture of small capillaries 
and bruising, which may merely show itself by local blush- 
ing. Bruises—and this also applies to abrasions—will be 
more obvious after a lapse of time, and hence should be 
re-examined after an interval. The age of bruises can to 
some extent be gauged by colour changes, which are not, 
however, altogether reliable, for in old people the extra- 
vasated blood can remain without alteration in appearance 
for quite a long time. 


Lacerations 


Lacerations, like. abrasions, can be classified by the way 
in which they are produced. 

Splitting —This is due to crushing of the skin between 
two hard objects (bone and a blunt instrument or hard 
surface). Here once again it is contact by or against 
some object that does the damage. Blunt round-ended 
weapons will frequently cause stellate splitting. On the 
other hand, if the weapon is rodlike there may be a 
Y-shaped end to the wound. Broader blunt objects or flat 
surfaces may cause a simple split which may be confused 
on cursory examination with a.wound from a sharp instru- 
ment, such as an incised wound of the scalp. Such lacera- 
tions usually show certain characteristics—namely, rough 
irregular edges with some bruising and at the edges denuda- 
tion of the hair, which may be forced into the wound itself. 
The underlying bone may be fractured or even depressed. If 
the object is sharp the wound will be clean-cut, the edges 
tend to gape and may be undercut, and the underlying bone 
may show grooving by the weapon. In splitting from con- 


tact with the ground or a flat surface there is usually a 
surrounding abrasion with contamination by dirt. Some- 
times lacerations will take on a characteristic appearance 
of the blunt object, as, for example, a hammer-head. 

Overstretching of Fixed Tissues——This may happen when, _ 
for example, a weight passes over a limb or a bone is bent. 
The mechanism is merely an overstretching of the skin or 
other tissue until a point is reached when it must tear, 
leaving a flap. When a wheel runs over a limb on the 
ground, the crushing force will try to move the limb, but, 
owing to the resistance caused by the rough surface and 
weight on the limb, tearing will eventually occur. Simi- 
larly, when a long bone is fractured following impact by 
a hard object, the bending of the broken bone will stretch 
the skin, which, being taut, will tear when the end of the 
bone presses against it. 

Tearing.—This can be caused by rough objects such as 
the door-handle of a car, when it catches the eye, fracturing 
the orbit and tearing the tissues. It is really a stretching 
mechanism, which is also responsible for tearing injuries in 
rape and buggery. Such injuries can be of exceptional 
importance, both in accidental and in homicidal cases, as 
in the crush type of laceration there must be some contami- 
nation of the instrument involved, whether it be with hair 
or blood. 


Incised Wounds 


Incised wounds (cuts) are caused by a sharp object, which 
most commonly is metallic but can also be broken glass. 
Cleavage wounds caused by choppers are usually contused. 
The characteristic findings in incised wounds are that the 
wound is longer than it is deep, it is frequently undercut 
and gapes, and there is rather more haemorrhage than with 
a laceration. The appearance of such wounds will vary 
with the state of tension of the skin; if the skin is loose 
it will tend to ruck up in front of the sharpest of weapons, 
but if on the stretch then a clean cut will usually occur. 
Sometimes fragments of a sharp-edged weapon may become 
detached if a bone is struck and may lodge in the wound 
or adhere to the surface. These should be saved for identifi- 
cation of the weapon. A brief comparison of suicidal and 








Suicidal Homicidal 
Site.. .. —.. | Site of election and acces- | Indiscriminate or aimed at 
sible to victim possible vital spot 
Number Usually multiple and in | Usually slashed and 
several places, e.g. grou but not ar- 
throat and wrists, and ranged 
showing some arrange- 
ment; in throat usually , 
superimposed Not superimposed 
Tentative incision .. | Present Absent 
Defence .. | Absent May be present 











homicidal wounds will be of value. There is one exception 
to the lack of “arrangement” of homicidal wounds. In 
cases in which the victim can be restrained there may be 
definite superimposition of the cufs. Thi® has been seen 
in a case of a mother cutting the throat of her young baby 
with a razor blade. 

Defence wounds fall into three groups: those due to 
gripping the weapon, which result in irregular cuts on the 
palm or fingers or both, depending on whether the weapon 
has two edges ; those due to warding off the weapon, which 
result in cuts on the back of the wrist or forearm ; and those 
due to holding up the hand, which result in cuts between the - 
fingers or between fingers and thumb. 

One characteristic feature which occurs with incised 
wounds caused by a sharp instrument is the frequent 
absence of pain and the failure of the victim to appreci- 
ate the extent of the injury. This in particular applies to 
the type of wound not yet mentioned, the “razor slash,” 
inflicted for the purpose of disfigurement. These wounds 
are usually situated on the face, and may consist of up- 
and-down and lateral cuts. 
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Stab Wounds 


Stab wounds are caused by the penetration of the point 
of an instrument, which is usually sharp. If several repre- 
sentative wounds are present it may be possible to obtain 
a reasonably good identification of the weapon from the 
wounds themselves. The width can be measured in those 
wounds which do not show evidence of rocking, and the 
shape and number of cutting edges can be established from 
the appearance. The minimal length can be measured by 
the depth of the wound, but if bruising caused by the hilt 
of the weapon can be seen then the depth of the wound 
may be longer than the weapon if the tissues are elastic. 
Whether or not the wound gapes depends upon the under- 
lying muscle. The appearance and site of the wound may 
give some indication of the movement of the victim. 

Suicidal stab wounds can be most difficult to interpret 
from appearance alone: sometimes multiple wounds can 
be self-inflicted, and repeated movements with the knife 
in situ can produce multiple wounds in the viscera. In 
these cases the site of the injuries may be of assistance. If 
stab wounds are inflicted with somewhat blunt instruments 
there may be a “ split” in the skin which may be irregular 
in character. 

Conclusion 


The interpretation of wounds is a matter of common 
sense, careful observation, and experience. The most trivial 
injuries may be of great importance later and should be as 
carefully described as those of greater severity. Photo- 
graphic records which can be kept for consultative pur- 
poses are invaluable. In a case with a fatal ending the 
actual lesion itself should be retained. 

On no account should the examiner be influenced by the 
suggestion that nothing is likely to come out of the case and 
fail to keep a proper record. In all cases in which the 
presence of gripping or bruising may be of significance the 
person should be re-examined after 24 to 48 hours have 
elapsed. 





Next Refresher Course Article.—“ The Typhus Group of 
Fevers,” by Dr. R. Lewthwaite. 








THE GENERAL PRACTITIONER IN THE 
OBSTETRIC SERVICES OF THE N.H.S.* 


BY 


E. FARQUHAR MURRAY, M.D., F.R.C.S. 
F.R.C.0.G. 
Emeritus Professor of Midwifery and Gynaecology in the 
University of Durham 


During the last 30 years midwifery in Newcastle has 
shown a slow.but steady advance from a rather poor 
start. The maternal and foetal morbidity and mortality 
rates were persistently high in spite of many improve- 
ments in technique until recent years, when there was a 
dramatic change for the better with the advent of the 
sulphonamides and penicillin and the Flying Squad and 
blood transfusions. 

The maternity hospital 30 years ago—now B.B.C. 
premises—had 15 beds. It had a small labour ward but no 
theatre, so that all major work entailing an abdominal 
operation had to be sent to the Royal Infirmary. The 
students were not in residence, and I had to give clinical 
talks to.them as they stood in the corridor outside a 
ward which was too small to allow them to stand near 
the beds. An Army hut near the entrance to the hospital 


ning paper, here slightly abridged, in a discussion before 
the er ee ees Obstetrical and Gynaecological Society, 
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was used as an antenatal clinic. This was in 1920, 
when antenatal care was first officially organized in 
Newcastle. The bookings for the hospital service were 
made by a ladies’ committee without any medical 
examination. 

It is almost incredible that only 15 beds were available 
for the teaching of the students and for the medical care 
of a population of almost a million in Newcastle and 
Gateshead and their immediate neighbourhood. 

The nearest other maternity beds at that time were 
16 at North Shields (8 miles), 17 at Bishop Auckland 
(25 miles), 18 at West Hartlepool (28 miles), 10 at 
Darlington (33 miles), and 34 at Middlesbrough 
(40 miles) away. 

The following years, including the War, saw a 
marked increase of maternity beds in the area, and the 
number is now almost 1,000, of which Newcastle and 
Gateshead have 220. During these years the home 
nursing was done by a mixture of handywomen and 
midwives. Most of the mothers had not had any ante- 
natal care. 

Thanks to the late Professor Ranken Lyle a vacant 
industrial school was taken over and equipped as a 
maternity hospital of 90 beds. It had a theatre and two 
labour wards and a well-equipped antenatal department. 
The students and most of the nurses were now in 
residence. 

At the outbreak of war the hospital was evacuated 
to its present site and equipped by stages to a 90-bed 
hospital. Still later the University took over the building 
and spent much money on improvements. It has now 
four labour wards, two operating theatres, and a special 
department for premature and ailing babies. 

At this stage the child-health experts and obstetricians 
shared responsibility for the babies during the antenatal 
and post-natal periods. 

The hospital district, at one time very large, has slowly 
contracted owing to the larger number of beds available 
for residential midwifery and to the increasing numbers 
of municipal midwives ; latterly, also, under the National 
Health Service every pregnant woman has the right to 
the services of a doctor, and they may prefer to have 
their babies at home under his care. The hospital 
authorities have come to an agreement with the doctors 
and midwives for the students to co-operate with them 
in their cases. This arrangement is working smoothly. 
In 1920 there were over a thousand district cases; at 
the present day they are under 100 a year. 


The Flying Squad 

In 1935 the Flying Squad was organized as a working unit 
in Newcastle, based on the maternity hospital. It has 
saved many lives and been universally copied. The unit 
consists of a qualified specialist with full equipment for 
restorative measures and such simple operative treatment— 
if any—which may be required, and also blood for trans- 
fusions. Some squads depend merely on a house-surgeon 
with blood for transfusion but with no specialist experience. 


The Flying Squad has been centred on Newcastle, where . 


we have a team of specialists on call. Independent centres 
have been established at Sunderland and Middlesbrough, and 
one is in course of formation at Durham. So long as they 
have the necessary supply of blood and qualified obstetric 
officers there is no reason why they should not function. 
Newcastle still has the major problem of Northumberland 
and the busy Tyneside area. 

For years past the blood of every pregnant woman has 
been tested for the presence of syphilis. At the present day, 
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in addition to the W.R. test, the blood is grouped and the 
Rh factor determined. If it is negative then the husband’s 
blood must also be tested. The blood may also be specially 
examined for certain blood states when necessary. These 
tests are considered to be of vital importance in antenatal 
care, and the doctor who takes charge of a case is respon- 
sible for ensuring that they are done. 


Training in Midwifery 

The vast majority of students do not carry out a forceps 
delivery before qualification. It is difficult, indeed impos- 
sible, in some centres to provide the opportunity for giving 
the student such experience. Some teachers are opposed to 
it in the patient’s interest and demonstrate with models. 
After all, the resident doctors have applied for such posts 
with a view to getting this very experience. 

Replies from 16 of the leading maternity hospitals in 
England, Scotland, and Ireland showed that there was much 
uniformity of teaching. Some of the teachers approve of the 
students having practical training in the application of the 
foreéps but deplore the scant opportunities afforded. Others 
are against it on principle. 

Many teachers, myself included, do not consider that 
recently qualified students are competent obstetricians. We 
advise that if they intend to practise midwifery in a general 
practice they should first hold a resident post in a maternity 
hospital. Hitherto they have obtained their practical experi- 
ence by trial and error in domiciliary practice at the expense 
of much ill-health and suffering by the patients. In earlier 
days the combination of the novice with the handywoman or 
an ill-trained midwife must have been somewhat hazardous. 
When the recently qualified doctor was linked up with an 
experienced senior things were different. 

Before 1923 the practical training of the students was im- 
perfect. Since that date it has been thorough, especially in 
antenatal care, which is the backbone of obstetrics. In 1949 
there was a merger between the maternity and the general 
hospital, where the students have a further month’s clinical 
instruction and attend cases. They have the added advantage 
of attending clinical gynaecology at the same time. 

The “failed forceps” cases are diminishing in numbers. 
They were mainly due either to premature application of 
the forceps with the os still not fully dilated, or to incom- 
plete rotation of the head which was still not in the antero- 
posterior diameter of the outlet. Many of these cases 
delivered themselves spontaneously after a short period of 
rest.and sedation in hospital. 

There have been some cases of really bad midwifery. Four 
multiparae with previously normal histories were admitted 
with ruptured uteri and three of them died. A version had 
been done late in labour for a transverse presentation. This 
was before the days of blood transfusions and the Flying 
Squad. 

Anything could happen with the training which existed 
before 1923 and in a domiciliary service riddled with handy- 
women, but now with excellent nursing, ample hospital beds, 
and consultant opinion readily available, with or without the 
Flying Squad, such mismanagement is inexcusable. 

I do not know if doctors settling in country areas are 

specially questioned about their obstetrical experience. The 
isolation and the time factor before expert assistance can be 
available make some such selection desirable, indeed impera- 
tive. , 
The Minister of Health, when the new Service came into 
being, hoped to divide the doctors into two groups : those 
who had had previous experience, and those who had not. 
The undergraduate training did not count. Residence in a 
maternity hospital or postgraduate training all seemed to 
count. It was quite impossible to assess the doctors into 
these two categories. My colleagues and I considered that 
the time was not ripe for such a classification. One will 
come in due course, but not for some time. 

The first group were to have their names.and addresses 
published in the post offices for the information of the 


general public and midwives, and were to get a fee of seven 
guineas for each case attended throughout, while the un- 
labelled and unpublished were to get a fee of five guineas for 
similar services. 

The recently qualified doctor should, if .he intends to 
practise midwifery, spend a period in residence in a 
maternity hospital which will qualify him to sit for the 
diploma. He should try to get in touch with a maternity 
clinic and keep himself up to date by attending postgraduate 
courses. 

In my opinion the present antenatal clinics should be 
staffed by doctors who are in actiye practice. The urge to 
undertake this work was not present when these centres were 
first started, but times have changed, and I am sure that 
there would be many applicants if they were thrown open. 

When he takes charge of a case he should carry out 
scrupulously all the details of antenatal care he has been 
taught. He should see his patient monthly and test her 
urine and blood pressure regularly. The blood tests must be 
done and a careful watch kept on every detail. If the case 
is running a normal course there is no cause for worry and 
the head will settle down into position and all will be well. 
If there is any suspicion of a malpresentation or dispropor- 
tion he will send her for a second opinion. Bleedings or 
toxaemia, are always a definite indication for such an 
opinion. 

When he gets the call in labour he will see his patient and 
may decide that all is well and that she is progressing favour- 
ably, or he may note foetal distress with incomplete dilata- 
tion of the os and should then telephone the hospital and 
discuss the case with someone on the staff. If she has bleed- 
ing or has lost blood ante- or post-partum, it is certainly a 
case for hospital if she is undelivered and for expert advice 
via the Flying Squad if her condition is causing alarm. The 
patient’s home is not a suitable place for anything other than 
the simplest obstetrical procedures. 


Constant Practice 


There is a definite responsibility on a teaching centre to 
maintain the closest possible contact with its students after 
qualifying by means of. postgraduate courses or by clinical 
assistantships, especially of a residential nature, or by 
societies. I am sure that it is not practicable for doctors to 
attend their own cases in a maternity hospital, especially if it 
is a teaching one. They should be given every possible 
facility to keep in touch with them during their stay in the 
hospital. 

Constant practice is essential to retain confidence. The 
practitioner who is only an occasional obstetrician is a 
potential danger. I am sure that the habit of leaving so 
much of the antenatal care to a clinic is not sound. The 
doctor who sees his patient more frequently and is in con- 
stant touch is better fitted to recognize the signs that some- 
thing is not quite right. 

A very important point in the organization of a midwifery 
service would be solved if the component parts of it, the 
hospitals and consultants, the midwives and antenatal 
officers, and the general practitioners were under one 
authority or agreed body. At present the first group is under 
the R.H.B., the second is under the local health authority, 
and the third is under the executive council. An agreed 
body could well hold an inquiry into every maternal] death. 

Private enterprise, and latterly public funds, have pro- 
duced a degree of order out of chaos in midwifery. It be- 
hoves the profession to equip itself worthily to fit in as the 
cornerstone of the composite structure. 





The Corneal Grafting Act came into operation on Septem- 
ber 26. It outlines arrangements by which a person may 
make available the use of his eyes after death for corneal 
grafting. It.also allows a limited number of hospitals to 
remove eyes after death if they are sure there is no objection 
from any person concerned. The Act was discussed in an 
annotation in this Journal on July 12 (p. 83). 
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REGISTRATION OF OVERSEAS DOCTORS 


THE NEW REGULATIONS 


In the recent Educational Number of the Journal a leading 
article (August 30, p. 481) dealt with the new intern year 
and the new regulations on registration as they affect the 
United Kingdom student. Briefly, no qualified person apply- 
ing for registration on or after January 1, 1953, will be 
admitted to the Medical Register until he has satisfactorily 
completed’ one .year’s recognized house-appointments in 
approved hospitals. During this period he will be eligible 
for admission to a Provigional Register kept by the General 
Medical Council. Approval of pre-registration appoint- 
ments is the function of “licensing bodies "—that is, any 
university or other body in the United Kingdom empowered 
to grant a qualifying diploma. The licensing bodies may 
approve hospitals or institutions in Commonwealth or 
foreign countries for this purpose. The General Medical 
Council will periodically publish a list of recognized pre- 
registration appointments,* and this will include those in 
approved hospitals outside Britain. 

The notes below describe how the provisions of the Medi- 
cal Act, 1950, affect doctors from overseas applying for 
medical registration in the United Kingdom on or after 
January 1, 1953. Applications before this daté will be 
dealt with under the old regulations. The General Medical 
Council is the sole authority for determining whether an 
overseas applicant for full registration has complied with 
the necessary requirements. ; 


Conditions of Registration 


These conditions apply only to those overseas applicants 
who hold recognized diplomas granted in Commonwealth 
or foreign countries which have reciprocity with the United 
Kingdom. An applicant for full registration must satisfy 
the General Medical Council: (a) that he has fulfilled the 
requirements for persons qualified in the United Kingdom ; 
or (5) that he has rendered satisfactory service in appoint- 
ments conferring experience of the practice of medicine and 
surgery, or medicine, surgery, and midwifery, not less exten- 
sive than that required for persons qualified in the United 
Kingdom ; or (c) that he has otherwise acquired experience 
not less extensive than that required for persons qualified-in 
the United Kingdom. 

An overseas applicant who is newly qualified, and who wishes 
to obtain in due course full registration in the United Kingdom, 
may apply for employment as a house-officer in a recognized 
post in an approved hospital in the United Kingdom. After 
being selected for a pre-registration post he may then apply to the 
General Medical Council for provisional registration, supporting 
his application with a certificate of appointment from the hospital 
authority which appointed him. A fee of 5 guineas is payable 
for provisional registration. At the end of a pre-registration 
appointment the practitioner must obtain a certificate from the 
hospital authority showing the duration of the period for which 
he was employed and stating whether his service was satisfactory. 
When he has satisfactorily completed his year’s pre-registration 
. appointments he may apply for full registration to the General 
Medical Council. The additional fee for this is 6 guineas. 

An overseas applicant who produces evidence satisfactory to 
the General Medical Council that, by virtue of intern (house- 
officer) service for not less than 12 months, he has obtained full 
registration in the territory where his diploma was granted, may 
apply for full registration in the United Kingdom, provided the 
territory where he obtained his diploma has adopted, and the 
applicant’s service was rendered under, a compulsory scheme of 
intern (house-officer) service substantially equivalent to the United 
Kingdom scheme. Full registration, the fee for which is 
11 guineas, is likely to be granted without delay in such cases. 

An overseas applicant who has acquired experience for not less 
than 12 months as a house-officer, but has not acquired that 
experience under a compulsory internship scheme, may apply to 
the General Medical Council for full registration. The applicant 


*The first list of recognized posts in approved hospitals can be 
obtained from the esionat, General Medical Council; 44, Hallam 
Street, London, W.1, at a cost of 5s. (postage extra). 





may have qualified in a territory where no internship scheme 
substantially equivalent to the United Kingdom scheme has been 
introduced or in a territory where such scheme was introduced 
after his qualification. The General Medical Council will take 
into consideration evidence of satisfactory service for not less 
than 12 months in employment in a resident medical capacity in 
any hospital or institution which the Medical Council or other 
appropriate medical authority of the territory in which the appli- 
cant qualified may consider satisfactory for the purpose of 
acquiring the required experience. The fee for full registration is 
11 guineas. 

Other overseas applicants not falling within the classes described 
above, who may have acquired clinical experience after qualifica- 
tion in other ways, may apply for full registration to the General 
Medical Council. Such applicants may have had experience in 
non-recognized clinical appointments in hospitals or as medical 
officers in the armed Forces or in general practice; or they may 
have had a combination of experience in two or more such 
capacities. These applicants should give full information of this 
experience well in advance of the date by which a decision is 
required. The fee for full registration is 11 guineas. 








INTERNATIONAL VACCINATION 
CERTIFICATES 


The Ministry of Health has issued some notes for general 
practitioners on the new international certificates of vacci- 
nation which came into force on October 1. The notes are 
reproduced below. 


The International Sanitary Regulations which came into force 
on October 1, 1952, prescribe new forms of international certifi- 
cates for vaccination against yellow fever, cholera, and smallpox. 
The term “ vaccination ” is now used internationally for all three 
diseases (replacing “ inoculation ” used hitherto for yellow fever 
and cholera), and the new forms differ materially from the existing 
forms. There is no international certificate for any disease other 
than the three named (the existing international certificate for 
typhus having been discontinued), as no other vaccination is 
required internationally. 

Yellow Fever.—For a certificate of vaccination against yellow 
fever to be recognized internationally, the vaccination must be 
done at a centre designated by the Government. International 
certificates can therefore be obtained only at those centres, and 
general practitioners will not be concerned with them. ~A list of 
centres for free vaccination is given in the Notice to Travellers 
issued by the Ministry of Health and distributed by all travel 
agencies, shipping companies, air transport companies, and the 
passport office. 

Cholera and Smallpox Certificates—{a) The date in the first 
column of the certificates should be the actual date of vaccination. 
The forms issued for use in the United Kingdom bear an addi- 
tional note on the method of dating, and also a note on the 
approved stamp which must be placed on every such international 
certificate in order to authenticate the identity of the vaccinator 
as a doctor. (6) The Ministry of Health advises that it is sufficient 
for the vaccinator to add the initials of his medical qualifications 
after his signature in the second column. (c) The person vaccin- 
ated must sign on the front of any certificate issued to him. 
Failure to complete any part of the certificate may render it 
invalid. (d) The start of the period of validity of a certificate 
is given in the first rule on the new forms: it varies with the 
vaccination or revaccination. A cholera certificate remains valid 
for six months and a smallpox certificate for three years. 

Cholera Certificates—One of the rules on the new form 
refers to pilgrims. A pilgrim is defined in the regulations as a 
person making the pilgrimage to the holy places in the Hedjaz 
(to whom special sanitary measures apply). The rule mentioned 
does not therefore apply to persons on other pilgrimages. 

Smallpox Certificates—The recording in the fourth column of 
the certificate of the result of vaccination is required only for 


- primary vaccination. If a first attempt at primary vaccination 


fails, subsequent attempts should not be regarded as revaccina- 
tion: at least two more attempts with different vaccine are recom- 
mended, each attempt (with its date) being recorded on the certifi- 
cate and each failure being shown as “ unsuccessful.” If such a 
certificate is produced abroad the question of further vaccination 
will then be one for the health authorities there to whom such 
a certificate may be produced. 

Other Notes.—{a) Vaccination of babies against smallpox is 
dealt with in Memo 312/MED (Revised), issued by the Ministry 
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of Health. In general, the Ministry recommends vaccination 
between the third and six months after birth. (b) A person 
requiring vaccination against yellow fever and also primary 
vaccination against smallpox should be advised to have the yellow 
fever vaccination done at least four days before the smallpox 
vaccination. If primary vaccination against smallpox is done 
first, the Ministry recommends that there should be an interval 
of 21 days before the vaccination against yellow fever. 
(c) “Duplicate ” international certificates should not be issued. 
(d) When a person has lost an international certificate the doctor 
who performed the vaccination may be prepared, if he has the 
necessary records, to issue a new certificate. Any such new 
certificate should be dated as in the original, and it should not 


be marked “ duplicate” or “ copy.” If that doctor is not avail- . 


able, or if the record of the original vaccination cannot be traced, 
it is recommended that the person should be revaccinated and be 
given a new certificate. 








MEDICAL DEFENCE UNION 


In taking the chair at the annual meeting of the Medical 
Defence Union, held at Tavistock House, London, on 
September 16, Dr. S. Cochrane Shanks, the president, said 
that the membership of the Union continued to increase 
pari passu with the membership of the profession. In July 
the membership stood at just over 37,000, and last month 
exactly 500 members were elected—an all-time record. The 
Union had had the opportunity of intervening to some 
extent in the passing of the Dentists Act and had sent a 
memorandum to both Houses of Parliament urging that 
dental auxiliaries should not be allowed to undertake fill- 
ings or extractions of teeth. Another matter which had 
engaged attention was the desirability of a more uniform 
system for the investigation of complaints against doctors 
and dentists. The Central Consultants and Specialists Com- 
mittee of the British Medical Association had set up a 
subcommittee to report on this matter, on which the late 
president of the Union, Mr. Ivor Back, and the secretary, 
Dr. Robert Forbes, were invited to serve. Recommenda- 
tions had been submitted to the Ministry of Health, which 
had made certain not unhelpful suggestions, and these were 
now being considered by the original committee. The 
Medical Act, 1950, had introduced a new feature into 
medical education—namely, the one year of compulsory 
pre-registration appointment. The council of the Union 
had decided that those placed on the provisional register 
should be eligible for membership of the Union. Another 
matter of concern was safety measures in connexion with 
gaseous anaesthetics. For some years the Union had been 
pressing for uniformity to eliminate risk of accident. Agree- 
ment on standardization had been reached in the United 
States, and it was hoped that at a forthcoming conference 
in Paris, at which the Union would be represented by its 
secretary, a similar agreement would be reached. with 
Western European countries. 

After Dr. Henry Robinson, honorary treasurer, had -pre- 
sented the accounts, the report and accounts were adopted 
without discussion. Dr. Robinson and Mr. A. Hedley 
Whyte, who retired in rotation from the council, were re- 
elected. Dr. J. C. Matthews, who retired under the same 
rule, withdrew his name as a candidate for re-election in 
order that the new president, Dr. Cochrane Shanks, might, 
as was very desirable, be one of the elected members of 
council. This was without prejudice to Dr. Matthews’s 
subsequent election to the council by another route. 

Recently the General Medical Council decided that the 
members of its Disciplinary Committee should be required 
to cease their connexion with any medical defence organiza- 
tion in order that their work might not be embarrassed. 
The council of the Union took the view that any member 
who was required to resign because of his appointment on 
the Disciplinary Committee should be held as covered in 
respect of any incidents arising before the date of his 
resignation, and the meeting passed a special resolution to 
give effect to that provision. 


ROYAL COLLEGE OF OBSTETRICIANS 
AND GYNAECOLOGISTS 


PRINCESS ROYAL ADMITTED HONORARY 
FELLOW 
The Princess Royal was admitted to the honorary fellow- 
ship of the Royal College of Obstetricians and Gynaeco- 
logists on September 27. Professor ANDREW M. CLAYE, in 
presenting Her Royal Highness to the President (Dame 
Hilda Lloyd), said that it was: fitting that the first woman 
chancellor of a British university should receive this distinc- 
tion at the hands of the first woman President of a Royal 
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College. Their pleasure at this signal honour was tempered 
only by the knowledge that the first visit of Her Royal 
Highness to Queen Anne Street was also the last appearance 
in the highest office of Dame Hilda Lloyd. Her Royal 
Highness’s interest in many good causes—the British Red 
Cross Society, the Girl Guide Movement, the care of old 
people—had been shown especially in Yorkshire, where they 
appreciated also her enthusiasm for maternity work. She 
was also associated closely with the blood transfusion ser- 
vice and was herself a blood ‘donor. Miss GERTRUDE 
DEARNLEY, who also took part in the presentation, said 
that as a woman Fellow of the College she was particu- 
larly pleased to welcome the Princess. 

The PresiIDENT then, by virtue of the authority invested 
in her by the council, admitted Her Royal Highness to 
the Honorary Fellowship. The Princess Royat, in a brief 
speech, said that she was deeply conscious of the honour. 
Many members of her family had been associated with the 
Royal College, and she was very proud to take her place 
with the Queen and Queen Mother as a Fellow. The 
College’s contribution to medical and surgical science could 
not be overestimated. To any woman the approach to 
maternity must be something of an adventure, especially 
in the case of her first baby, but by the patient research 
of the modern obstetrician the whole outlook of the 
expectant mother had been altered, and the ordeal had 
become much less. The specialized knowledge which the 
members of the College had placed at the disposal of doctors 
and midwives enabled them to give the mothers confidence 
and a feeling of happy security. Speaking of the recent 
growth in the teaching of mothercraft, she mentioned also 
the still more recent growth of what she called fathercraft. 
In her experience fathers were taking more interest in their 
young offspring than formerly—a development wholly to be 
welcomed. 

The proceedings concluded with the pronouncement by 
the President of the words of exhortation, “Super ardua 
consurgamus floreat collegium.” Those accompanying the 
President included the two Vice-presidents of the College, 
Dr. V. B. Green-Armytage dnd Mr. John Eric Stacey, and 
the Mayor of St. Marylebone. 
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DR. TOPPING’S PRESIDENTIAL ADDRESS 


Dr. Andrew Topping, Dean of the London School of 
Hygiene and Tropical Medicine, was installed as President 
of the Society of Medical Officers of Health for the session 
1952-3 by his predecessor in office, Dr. W. G. Clark, on 
September 18. . 

In his presidential address Dr. Topping first looked back 
at the history of the Society, recalling some of. his illustrious 
predecessors. It was most important for the work of the 
Society that more junior medical officers should attend its 
meetings, and he made an earnest plea that local authorities 
should make this easier. He also hoped that the change of 
name of the Society to the Society of Preventive Medicine 
would encourage eligible non-members to join. 

Speaking of the finance of health and disease, Dr. Topping 
said that with each succeeding year the costs of curative 
medicine had been soaring, and there seemed to be no limit. 
Patients suffering from avoidable or easily curable illnesses 
were encouraged to go to the hospital and the specialist. 
He quoted Dr. Hugh Paul’s illustratio#, of the cost of curing 
one “ blue baby,” which would never be a normal child, and 
of the much better use to which that money could be put 
in saving the lives of many children by preventive measures. 
Again, the money spent on sanatoria might be much more 
effectively used in educating people in the prevention of 
tuberculosis. Referring to the study by Bradford Hill and 
Doll of the relation between cigarette smoking and lung 
cancer, he said that the publicity had been negligible ; it was 
easier to order another deep-therapy unit at colossal cost. 
The financial position of the country might cause a swing 
towards prevention as the cheaper expedient, but it would 
be a pity if this were forced on us by economic necessity 
rather than by conviction. 

After mentioning the need for improvements in the teach- 
ing of preventive medicine, Dr. Topping went on to speak of 
public health in the tropical countries and the backward 
countries of Europe. Efforts at improving health were fore- 
doomed to failure until the general economic position of 
these peoples was improved. In many tropical areas there 
might be lessening of malaria, great improvement in the 
water supply, and so on, but for two months of the year 
there was practically no food. Was it not foolish to try to 
reduce infant mortality if one could not at the same time 
ensure food for the children saved? The biggest world 
problem in 1952 was not disease, great enough though this 
was ; it was the inevitable consequence of the reduction in 
infantile and child mortality coupled with the effect on the 
expectation of life of the new life-saving and life-prolonging 


drugs. 





. 


Britain is now the largest exporter in the world of radio- 
active materials for peaceful purposes, according to a 
Ministry of Supply announcement. At present the only 
other competitors in this field are the United States and 
Canada. Between June, 1951, and June, 1952, the Atomic 
Energy Research Establishment at Harwell dispatched 9,578 
consignments of isotopes, of which 3,053 went overseas to 
37 different countries. Many of the isotopes have relatively 
short half-lives, so it pays to send them by air : the difficulty 
is the excessive weight of the usual lead containers. 
B.O.A.C. have overcome this problem by modifying a fleet 
of Argonauts so that the planes can carry the radioactive 
isotopes in their wing-tips; here the isotopes are harmless 
to the crew. As well as making isotopes, atomic scientists 
at Harwell run courses in isotope techniques. To date, 133 
scientists, doctors, and engineets have passed through the 
isotope school at Harwell, the majority being chemists and 
biochemists. The school, which was opened in March, 
1951, is situated outside the security fence. About a quarter 
of those attending are from abroad. 


Correspondence 








Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. ' 


Rheumatic Fever 


Sir,—Drs. F. Bach, A. Freedman, and L. Bernstock con- 
clude in their article (September 13, p. 582) that “ the chief 
pharmacological activity of salicylates is in some way related 


to the metabolism of corticosteroids.” They accept the. 


hypothesis that the therapeutic effects of salicylate are 
mediated by the pituitary and adrenal glands, a view which 
has gained wide acceptance in recent years. 

If salicylates act through the pituitary and adrenal glands 
they may do so in one of three ways: (1) By blocking the 
destruction of adrenal corticosteroids, or by increasing tissue 
sensitivity to them, they may reinforce the action of the 
natural hormones; (2) they have an adrenocorticotrophic 
action ; (3) they may stimulate the pituitary and thereby 
the adrenals. 

If the first mechanism is correct, salicylates and cortico- 
steroids (of which cortisone may be considered a typical 
example) should have the same general effects on the tissues. 
It appears that although the effects of salicylates and corti- 
sone are alike in many respects’ this similarity is only limited 
because in certain experimental conditions salicylates may 
have an opposite action to cortisone. Thus salicylates cause 
reduction of glycosuria in rats made diabetic either by 
partial pancreatectomy’® or by alloxan,* whereas cortisone 
exacerbates the diabetes in such animals. It has recently 
been shown‘ that salicylates may actually antagonize corti- 
sone, because administration of cortisone to rats on a high 
carbohydrate diet leads to hyperglycaemia and glycosuria, 
which are much reduced by the simultaneous administration 
of sodium salicylate. In adrenalectomized rats cortisone 
produces a significant deposition of liver glycogen, but this 
is prevented by the concurrent administration of salicylates. 

Salicylates do not cause a depletion of ascorbic acid in 
the adrenals of hypophysectomized animals,° which demon- 
strates that they do not have a direct adrenocorticotrophic 
effect. An indirect stimulation of the adrenals through 
the pituitary remains as a possible explanation, and the 
well-established action of salicylates in causing a significant 
reduction of ascorbic acid in the adrenal glands of the intact 
rat has been interpreted as supporting evidence. The speci- 
ficity of this action of salicylates is open to question, because 
the isomers of salicylic acid, meta- and para-hydroxy ben- 
zoic acids, which have no therapeutic action in rheumatic 
fever, both deplete the adrenal ascorbic acid in intact rats.* 

It is therefore my opinion that the available experimental 
evidence by no means proves that “salicylates exert their 
pharmacological activity by engendering adrenocortical ex- 
cess.”—I am, etc., 


London, S.E.5. M. J. H. Smrrn. 
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Electrolyte Changes and Paralytic Ileus 


Sir,—The surgical applications of recent advances in our 
knowledge of electrolyte metabolism have received compara- 
tively little notice in the British medical press, and the paper 
by Dr. D. H. P. Streeten and Mr. J. N. Ward-McQuaid 
(September 13, p. 587) is therefore to be welcomed. A 
recent experience has emphasized the truth of many of their 
statements. 

The patient, a boy of 14 years, was admitted to Bethnal Green 
Hospital on August 23 with a 48-hour history of abdominal pain. 
A gangrenous pelvic appendix was removed and a fair amount 
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of pus sucked out of the peritoneal cavity (Mr. J. C. Fitzherbert). 
On August 25 bowel sounds were heard, the intravenous drip 
which had run since operation was stopped, and fluids commenced 
by mouth. These were continued until August 28, when the 
patient vomited a few ounces of fluid. That day the pulse was 
160 a minute, the blood pressure 82/60, the abdomen tightly 
distended and silent, and urine chlorides measured 1 g. per litre. 
Plasma chloride was 320 mg. per 100 ml. (as NaCl). This 
secondary dehydration soon improved with intravenous normal 
saline and Hartmann’s solution, but on August 31 the abdomen 
remained distended and silent and gastric aspiration measured 
5 pints (2.84 1.) in 24 hours. It was decided that a potassium 
deficiency must be present and 1.5 g. of potassium chloride was 
given intravenously in one pint (0.56 1.) of Hartmann’s solution. 
That night diarrhoea commenced and continued over the next 
10 days. 

On September 1, serum potassium was 10.5 mg.%; serum 
chlorides, 445 mg.%; and alkali reserve, 71 vols. CO,%. In 
the next two days 6 g. of potassium chloride was given intra- 
venously and the abdomen became appreciably softer. On 
September 3 the serum potassium was 13 mg.%.; serum chlorides, 
480 mg.%; the gastric aspiration was small and was stopped, as 
was the intravenous therapy. Thereafter potassium citrate and 
bicarbonate, 1 g. of each, were given in a mixture twice daily. On 
September 5 the blood chemistry had returned to normal: serum 
potassium was 16.3 mg.%; serum chlorides, 549 mg.%; and 
alkali reserve, 49 vols. CO,%. In spite of a suppurative parotitis 
and a large pelvic abscess, progress has been steady. The 
abdominal distension has subsided slowly, he is eating a solid 
diet, and has a single daily motion. 

Comment.—{1) In this case, and in two others recently seen, 
there was an early return of bowel sounds. This encouraged early 
administration of oral fluids, which may have overtaxed bowel 
just beginning to move and been partly responsible for paralytic 
ileus. In this type of patient it is wise to continue intravenous 
or rectal fluids until the passage of flatus proves that the whole 
intestinal tract is active. (2) This boy vomited only a few ounces, 
yet on August 28 he was seriously salt deficient.owing to the large 
volume of intestinal fluid lying in the dilated bowel and therefore 
lost to the circulation. (3) On August 31 it was permissible to 
assume that a potassium deficiency was present on the grounds 
that there had been no appreciable potassium intake for one 
week; that urine output—and therefore potassium excretion— 
had been well maintained, and that potassium had been 
lost in the large volumes of gastric aspiration. This deficiency 
was proved on the following day, and was confirmed. by 
the persistence of hypochloraemia in spite of adequate saline 
infusions. (4) It is of interest that diarrhoea commenced a few 
hours after the start of potassium administration. In three other 
cases of severe paralytic ileus it was noted that flatus was passed 
shortly after the transfusion of 2 pints (1.13 1.) of stored blood. 
When one week old, stored blood contains about 100 mg. per 
100 ml. of potassium, and therein may lie its value. 


From the evidence presented both by Dr. Streeten and 
Mr. Ward-McQuaid and here, it is hard to avoid the con- 
clusion that potasSium lack has a real place in the causation 
of paralytic ileus. If, therefore, treatment can be started 
before appreciable deficiency is present, one may hope that 
prolonged ileus will be prevented. A patient on potassium- 
free parenteral fluids and gastric suction is losing 2-4 g. 
of potassium each day. For the first three post-operative 
days this loss does not appear to have a serious effect, but 
a continuation of this regime must lead to a cumulative 
deficiency. If the state of the bowel does not allow oral 
feeding after the third day, all further potassium loss should 
be carefully replaced subcutaneously or intravenously, 
always provided there is free urine secretion. 2-3 g. of 
potassium chloride should cover urinary losses, and a fur- 
ther 1 g. should be given for every litre of gastric aspiration, 
not more than 1.5 g. being given in a four-hour period. 
When, as here, the serum potassium is likely to be kept 
normal, it is important to have close biochemical control 
to detect overdosage. Provided the precautions mentioned 
are observed, this should not occur and then restoration of 
potassium loss is not a dangerous procedure. There is 
reason to hope that, with the other measures outlined, it will 
come to hold an established place in the prevention and early 
treatment of paralytic ileus. 

I wish to thank Mr. W. P. Greenwood for permission to 
give details of this patient——I am, etc., 


London, E.C.1. P. F. Jones. 


Sir,—Dr. D. H. P. Streeten and Mr. J. N. Ward-McQuaid 
(September 13, p. 587) have given us a detailed account of 
the electrolyte changes in paralytic ileus: Despite their 
excellent studies, further work will be necessary before we 
can accept ileus as the cause and not the result of these 

“changes. Some of their remarks about the local treatment 
of ileus are misleading. Surely it is incorrect to say that 
suction through a Ryle’s tube plus oral fluids are in order ? 
Ryle’s tube was designed for the benefit of the clinical 
pathologist and-is best left with him. The best type of 
nasal tube in use is the nine-hole Wangensteen or one of 
the similar makes. 

atever the aetiology of paralytic ileus, the quickest 
and most certain method of treatment is by intestinal de- 
compression using a long intestinal tube. To the average 
British surgeon, and to many of his American counterparts, 
a long tube means the so-called Miller-Abbott tube, a com- 
mercial product and not the one designed by Miller, Abbott, 
and Johnston. This tube is faulty in design, difficult to 
pass into the small intestine, and not efficient should one 
succeed in passing it. The inefficiency of the Miller—-Abbott 
is responsible for most of the apathy regarding intestinal 
intubation. The Cantor, Harris, and Honor-Smathers tubes, 
though somewhat better, have not given good results in the 
hands of the average surgeon. The only long tubgs which 
have given consistently good results are those designed by 

Wild and Grafton-Smith. Both have been very successfully 
used in Professor Owen’H. Wangensteen’s department at 
Minneapolis. Either can be easily and rapidly introduced 
into the duodenum. As intestinal contents are aspirated 
the bowel tone recovers and the tube is carried along to the 
next paralysed segment. 

I have not seen an ileus persist for longer than three days, 
though intubation may be necessary for a day or two longer, 
when treated by a Wild or Grafton-Smith tube. Accord- 
ingly I feel that Dr. Streeten and Mr. Ward-McQuaid have 
been wrong in so lightly dismissing intestinal intubation, 
even if they were primarily interested in electrolyte changes. 
—I am, etc., 

Cork. T. J. Noonan. 


Admission of Poliomyelitis Cases to General Hospitals 

Sir,—Mr. R. Scott Stevenson (September 13, p. 617), 
referring to my letter to you (September 6, p. 562), is mis- 
taken if he thinks that the name of our hospital has been 
changed. In fact, it is now and has been the Western 
Hospital since the latter part of the last century. It appears 
in the regional board’s list of hospitals as the Western 
Hospital. 

During the last war the hospital, in addition to its infec- 
tious diseases unit, had 300 beds equipped for casualties, 
and it also admitted some 1,600 general medical cases. A 
58-bed pulmonary tuberculosis unit has been in constant 
use during the past 10 years. There has never been an 
instance of infectious disease affecting any of these patients. 
Incidentally there have been many surgical operations, inclu- 
ding E.N.T. procedures, on all classes of patients without 
harm. Nor should there be any risk in properly designed 
(wide spacing of blocks and free ventilation) hospitals, of 
which ours is an example. 

Mr. Scott Stevenson may not be aware that there are many 
infectious: diseases hospitals in this country which now 
house very successfully within their curtilage other special- 
ties in addition to an infectious diseases unit. I quote one 
such example, the Brook, in Woolwich, which has thoracic 
and neurosurgical units in addition to others—for example, 
general medical wards.—I am, etc., 

Western Hospital, London, S.W.6. . W. HOwLetr KELLEHER. 


Dangers of Intrathecal Penicillin 


Sir,—The letter by Drs. Vincent Edmunds and R. J. Porter 
(September 20, p. 668) encourages me to give a brief account 
of a case which I think bears out their contention than 
penicillin and not “myodil” is likely to have been the 
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toxic agent in the fatality recorded by your Medico-Legal 
Correspondent (August 30, p. 518). 

The patient, a man of about 40, was admitted with menin- 
gitis following chronic suppurative otitis media. The 
cerebrospinal fluid was cloudy, and 500,000 units of crystal- 
line penicillin was injected intrathecally by the house- 
physician. Hearing of this an hour later (and having heard 
of fatal convulsions following about 200,000 units of peni- 
cillin), I repeated the lumbar puncture, draining off all avail- 
able C.S.F., some 15 ml. in all. Two hours later the patient 
had a very severe fit and lapsed into deep coma. 

Two further fits occurred despite heavy sedation and the 
drainage of more C.S.F. to a total of about 100 ml. in all. 
The coma continued for 24 hours and then gradually con- 
sciousness returned. Finally, after exploration of the ear 
and systemic chemotherapy with sulphonamides, he re- 
covered fully. 

It is not certain how much penicillin reached the brain, 
as a considerable proportion must have been drained out 
at the second lumbar puncture ; none the less he was desper- 
ately ill for 24 hours. 

I am sure that the danger of even purified penicillin intra- 
thecally needs to be more widely known.—I am, etc., 


Westgate, Kent. C. H. GOING. 


Human Volunteers for Experiments 


Sir,—In your leading article’ on the work carried out at 
the American Cyanamid Company’s laboratories by Kop- 
rowski, Jervis, and Norton on the production of immune 
responses in humans by oral feeding of a rodent-adapted 
strain of poliomyelitis virus, you say that the investigators 
“fed live virus by mouth to twenty human beings, who 
it is believed were infants.” The investigators themselves 
refer? to the human beings as “ volunteers,” and this, to 
my mind, should rule out the possibility of the subjects 
having been infants. They add a footnote, however, to the 
effect that “for obvious reasons the age, sex, and physical 
status of each volunteer are not mentioned,” so that the 
possibility that the subjects were infants cannot be excluded. 

The age of the subjects may, I suspect, be of interest from 
the point of view of immunology, and in the present case 
it is certainly of ethical importance. Hitherto, while preser- 
ving due anonymity, it has proved possible to give adequate 
demographic descriptions of the volunteer subjects of an 
investigation, and ‘the practice ought, I submit, to be con- 
tinued.—I am, etc., 


London, N.W.10. RICHARD DOLL. 
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Streptonrycin for Chronic Ambulant Tuberculous 
Patients 


Sir,—Chemotherapy for the ambulant tuberculous patient 
is not a new concept, and isoniazid and P.A.S. offer even 
more attractive possibilities in this direction than does strep- 
tomycin. In my view, however, there is no justification for 
adopting this policy. In his report of.a trial of 24 ambulant 
patients treated with streptomycin, Dr. Owen Clarke (Sep- 
tember 20, p. 644) is not sufficiently precise in his description 
of the type of case selected; such terms as “ widespread 
fibrotic disease” and “slight bronchiectatic condition” are 
vague. Moreover, we are not assured that alternative 
methods of treatment have proved unsuitable in groups B 
and C; and it is surely premature to relegate to the chronic 
class the patient with unilateral disease not controlled by 
artificial pneumothorax or pneumoperitoneum. It is 
therefore difficult properly to assess the results of this 
investigation. 

The chronic cases familiar to all chest physicians are 
usually those who have derived maximum benefit from a 
period of treatment. They are, by definition, sputum- 
positive, and no further active measures are applicable. To 


reduce the degree of positivity of the sputum is itself a 
worthy public-health aim, but it is clear that this is limited 
by the emergence of resistant strains, especially when it is 
realized (1) that most of these cases have already received 
chemotherapy (Dr. Clarke offers us no information on this 


* important point in his own series); (2) that it is recom- 


mended that the course of therapy be repeated if and when 
the sputum reverts to positive. Such repetition of strepto- 
mycin therapy after lengthy intervals is specifically stated 
to be a factor in the development of drug resistance. 

It is agreed that the bacteriological standard is at least 
as important as the radiological one, but Dr. Clarke appears 
to be committing the same error as those he accuses of 
exaggerating the significance of x-ray appearances by over- 
rating the significance of occasional negative sputa. The 
implication of his results is that these long-standing lesions 
are sterilized in a significant proportion of cases, and this 
is contrary to our experience even in minimal lesions. 

The problem of the chronic case is rehabilitation and 
employability. I heartily endorse the writer’s remarks about 
the tragedy of enforced idleness in these comparatively 
healthy individuals, but we have been defeated in our aim 
of sputum conversion when we classify a patient as a “ good 
chronic.” Chest physicians will continue to exercise restraint 
in the use of chemotherapy and, it is hoped, will adhere 
to the established principle that all cases of pulmonary 
tuberculosis requiring treatment really require rest. I await 
with interest the publication of a series of cases of minimal 
tuberculosis treated by ambulant chemotherapy.—I am, etc., 


Chesterfield. D. ROLAND LEwIs. 


Sensitivity to Succinylcholine Chloride 


Sir,—I am encouraged to record the following case by 
the fact that, among the numerous instances of sensitivity 
to succinylcholine chloride (“scoline”) now reported, I 
cannot find one with similar features. 


The patient, a female aged 46 and weighing 132 lb. (60 kg.), 
suffered from a large angioma of the right parietal region. Apart 
from pressure-effects of the tumour on the right abducent nerve 
and ophthalmic division of the trigeminal, and a blood pressure 
of 180/120, she appeared normal on clinical examination. On 
August 19 she underwent right vertebral arteriography; for this 
I administered 0.5 g. thiopentone, followed by 50 mg. succinyl- 
choline chloride and intubation after spraying the cords with 
10% cocaine. Normal respirations were resumed in less than 
three minutes and the course of anaesthesia with N,O, O.,, and tri- 
chlorethylene was uneventful. Nine days later, on August 28, the 
same lady was to undergo left carotid arteriography followed by 
right common carotid ligation. Induction of general anaesthesia 
was carried out in exactly the same way as on the previous 
occasion, but 15 minutes after the injection of succinylcholine 
chloride respiration was still in abeyance. At this point I per- 
mitted the radiologist to commence his arteriography, but apnoea 
persisted for a further 14 minutes, or 29 minutes in all. The 
further course of anaesthesia was uneventful. 

A sample of venous blood was withdrawn next day for plasma 
cholinesterase estimation. It exhibited activity equivalent to 5,000 
microlitres CO,/ml./hour. The normal range for the method 
employed is 4,000-6,000 units. 


This case presents two unfamiliar features. The first is 
that the patient responded quite normally to her first dose 
of 50 mg. succinylcholine chloride and yet was apnoeic for 
29 minutes after a similar dose administered nine days later. 
Succinylcholine chloride is frequently given repeatedly to the 
same patient in connexion with electroconvulsive therapy. 
and I have myself used it for that purpose on some 250 
occasions and as often as 11 times in the same patient, but a 
sequence of events such as this does not appear previously to 
have been described. The effect cannot be ascribed to over- 
premedication, as the only drug used on each occasion was 
atropine 1/100 gr. (0.65 mg.). The description by Day’ of 
a patient undergoing repeated electroplexies who was sensi- 
tive to succinylcholine chloride is of interest: in his case 
the duration of apnoea seemed to be related to the dose 
employed. The second unusual feature seen is the normal 
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plasma cholinesterase level found. In recent papers, Bourne 
et al.’ and Evans et al.’ ptesented between them a total of 
eight patients who showed delayed recovery after succinyl- 
choline chloride administration and in each case were able 
to demonstrate a significantly low plasma cholinesterase 
level. In this case it appears unlikely that overdosage was 
the cause of the delayed recovery, as suggested by Foldes.* 
I feel, likewise, that overdosage with thiopentone and/or 
hyperventilation by the anaesthetist, as suggested by 
Richards and Youngman,” were not responsible in this case. 
I am forced to fall back on the theory that susceptibility 
to the drug can vary in the same patient from day to day, 
a phenomenon which I have frequently observed in a differ- 
ent guise when using “ brevidil E,” and which I hope to 
describe in a later paper. 

I am grateful to Dr. G. Edwards, senior anaesthetist at 
St. George’s Hospital, for permission to record this case. 
I wish also to express my gratitude to Mr. R. J. O. Kekwick 
for the cholinesterase estimation on this patient.—I am, etc., 


St. George’s Hospital, London, S.W.1. PHILIP WOLFERS. 
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Postgraduate Dental Education 


Sir,—The article by Sir Francis Fraser on postgraduate 
education (August 30, p. 455) is most interesting and instruc- 
tive, and indicates what strides have been made in this 
direction in the last few years. 

I should, however, like to draw attention to the fact that, 
while arrangements have been made under the National 
Health Service Acts, 1946 and 1947, for general medical 
practitioners to profit from the “refresher” courses to 
which Sir Francis refers, no such arrangements have as 
yet been made for general dental practitioners, who must 
therefore pay for such courses if they wish to benefit from 
them. The Acts make no distinction between the two pro- 
fessions in this respect, and in Northern Ireland refresher 
courses for dental practitioners are paid for out of public 
funds, but preliminary discussions with the British Post- 
graduate Medical Federation have not succeeded in bridging 
the gap between the courses for which a demand exists 
among the practitioners and the courses on which the 
Federation considers that public money should be spent. 

It is pertinent to recollect that the Acts contemplate that 
such courses shall be “for the purpose of affording oppor- 
tunities for persons providing [general services under the 
Act] to keep themselves informed of the latest develop- 
ments in professional knowledge.” There has been a great 
advance in dental techniques in recent years, and many 
new developments in professional knowledge are available 
to the public within the National Health Scheme, but the 
only way in which the general dental practitioner can equip 
himself to put these developments at the service of his 
patients is by attending courses. It is unfortunate that, 


- unlike his medical colleague, he should be required to pay 


for such courses himself.—I am, etc., 


RALPH A. BRODERICK, 


London, W.1. 
Director, Dental Postgraduate Bureau. 


Complication with Tuberculin Jelly Test 


Sir,—Dr. J. D. Lendrum (September 20, p. 649) has 
performed a valuable service in perfecting the technique 
of the tuberculin jelly test and in demonstrating its accu- 
racy. Like other authorities, he advocates that the jelly 
should be applied to the interscapular region. I have now 
seen two cases where a strongly positive skin reaction in 
this region appeared to be associated with an underlying 
pleurisy. In both, the child complained of pleural pain 
at the site of the skin reaction and later developed an effu- 
sion in the corresponding side of the chest. It is, of course, 
impossible to dogmatize from only two cases, but it would 


be interesting to know whether any other of your readers 
have had a similar experience. I now apply the jelly to 
the upper arm, which position also has the advantage that 
the plaster is more easily kept dry.—I am, etc., 


Southampton. D. A. J. WILLIAMSON. 


Rights of National Service Medical Officers 


Sir,—It has come to our notice that officers fulfilling their 
National Service obligations are occasionally appointed to. 
posts that carry a specified rank and rate of remuneration 
which are denied to them by the central authorities con- 
cerned. They have perforce to seek the assistance of pro- 
fessional organizations to establish their rights in this matter, 
though these rights are patent to anyone who is familiar 
with establishment of the units concerned. Already in three 
instances solicitors have been instructed to make repre- 
sentations to central authorities to observe their own rules 
and regulations to concede the higher rank to which the 
medical practitioner is entitled and to make payment of 
remuneration on the enhanced scale. 

The council of the Medical Defence Union feels that this. 
matter is of sufficient importance to warrant publicity in. 
the professional press so that medical officers who fail to 
receive the acknowledgment of rank and pay to which they 
are entitled should communicate with their professional 
organizations as soon as practicable to enable representa- 
tions to be made on their behalf before valuable time has 
been lost and some ruffling of tempers has occurred. That 
this intervention should be necessary is deplorable, since 
the authorities concerned ought to be anxious to observe 
their regulations, at any rate to such an extent as to prevent 
any medical officer from suffering loss of status or remuner- 
ation to which he is clearly entitled. 

It is hoped that medical officers will not accept these 
indignities with complaisance, and that they will not hesitate 
to register their views and to inform those who can help 
them by intervention on their behalf, and also that the 
publication of this letter may result in an improvement in 
the Services whereby medical officers are granted their rights 
without protestation and protracted correspondence.—I am, 
etc., 


ROBERT ForRBEs, 
Secretary, The Medical Defence Union. 


Treatment of Intermittent Claudication 


Sir,—May I be allowed briefly to express a different 
opinion to the one offered in your annotation (September 13, 
p. 608) ? Using an oscillometer, one finds in the majority of 
people of over 45 years of age a difference in the oscillo- 
metry in one limb compared with others ; sometimes two 
limbs may be involved. These differences are accompanied 
by hardly noticeable but definite changes on the retinal 
vessels. A few—chiefly the heavy smokers—develop inter- 
mittent claudication. It may affect the arteries, and this form 
will be detected by a fall in oscillometric itidex, and with 
improvement of the condition the oscillometric index will 
become normal or nearly so. Or it may affect chiefly the 
capillaries—then the oscillometric index will remain minimal, 
but the walking distance will increase greatly, and clinically 
the patient will improve. I have treated both forms success- 
fully by prohibiting smoking and by giving oral or parenteral 
magnesium therapy.—I am, etc., 
London, E.1. N. PINEs. 


Advertisements in the Post-bag 


Sir,—I do thank”’Mr. Douglas Luke (September 20, p. 670) 
for his letter. But he has quite missed my point. I am not 
against advertisement of medical wares, and I read all the 
advertisements in the accredited medical journals with 
interest and occasional profit. But let it rest there, and 
what need then is there for the Niagara of extra advertise- 
ments through our post-bags ? Country doctors, too, read 


the periodicals. 
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Mr. Luke’s answer to my second question is adequately 
qualified by his words, “ always assuming of course it is a 
first-class article which is being offered for sale.” Finally, 
I can assure Mr. Luke that no foodstuff that I eat, no wine 
that I drink, and no tobacco that I smoke owes its consump- 
tion by me to any form of advertisement. No—it is by 
trial and personal selection which pleases my individual 
taste.—I am, etc., 


London, S.W.1. DESMOND MACMANUs. 


The Paviovian Session of the Soviet Academies 


Sm,—It is, perhaps, understandable that your reviewer, 
Dr. R. Klein (September 20, p. 654), should be unfamiliar 
with the atmosphere of outspoken criticism which is one 
of the more striking features of Soviet scientific discussions. 
He can scarcely be excused, however, distortions of Pavlo- 
vian theory and of decisions adopted by the joint sessions 
of the Soviet Academies of Science. Pavlov never thought 
that the equilibrium between the “external and internal 
processes” is “organized by the cerebral cortex.” Such 
an idealist conception was quite foreign to him. It was 
his view that the individual and his environment were in 
dynamic unity, and the cerebral cortex took a leading part 
in mediating and maintaining that unity. The assignment 
of the vegetative reaction and behaviour to the first signal- 
ling system and of verbal activity to the second is another 
misrepresentation.. The two systems are not mutually ex- 
clusive and the second, in particular, is intimately related 
to vegetative reactions and behaviour. 

There is no ban on Sherrington in the Soviet Union. 
His experimental work is, on the contrary, widely read 
and respected. The objection is to Sherrington’s refusal 
to accept the feasibility of the physiological interpretation 
of mental activity. Speransky has not been found guilty 
of any of the “ Western heresies.” 

Dr. Klein fails to mention the chief conclusions of the 
debate—the criticism of the narrow morphological basis of 
contemporary medicine and the decision to give it solid 
physiological foundations at all levels of research and 
practice. Pavlov’s work serves as the natural starting-point 
for this new direction. It would be unfortunate if your 
readers were discouraged from judging the issues for them- 
selves. The decisions adopted at the Pavlovian session are 
a landmark in the medical development of the Soviet Union 
and cannot fail to influence medicine elsewhere.—I am, etc., 


London, S.W.17. L. CROME. 


Cerebral Thrombosis Complicating Pregnancy 
Sir,—I was most interested to read the medical memoran- 
dum by Dr. Robert Dowie on cerebral thrombosis complica- 
ting pregnancy (September 6, p. 547). A similar case came 
under our care on September 4, and, as this condition during 
pregnancy is apparently so rare and our patient relatively 
so young, I thought it would be worth recording. 


Case History.—The patient, aged 20, was admitted as an emer- 
gency when she was 38 weeks pregnant by her dates, with the 
following history given by the husband, as the patient was unable 
to speak. She had had two previous normal pregnancies and 
labours in 1951 and 1952. During the present pregnancy she 
had been quite well until the day prior to admission, when at 
5.30 p.m. she felt tired and went to lie down. A few minutes 
later the husband heard a sobbing sound coming from the bed- 
room and went in and found his wife semiconscious. He sent for 
the doctor, and on returning to the bedroom found his wife was 
unable to speak and noticed that her right arm and leg were 
limp. There was no evidence of Jacksonian movements. She was 
admitted as an emergency the following day, September 4. 

On Examination.—Moderately obese, dull-looking woman with 
a left-sided facial paralysis and motor aphasia. Blood pressure 
150/90; urine contained.no albumin and there was no oedema. 
Heart and lungs were normal. No evidence of mitral stenosis. 
Uterus.—38 weeks pregnant, vertex presentation, head mobile 
above the pelvic brim, L.O.A. position. Central Nervous System. 
—Right-sided hemiplegia was present. In addition there was 
atrophy of the right side of the tongue indicating a lower motor 


neurone lesion. This was difficult to explain. Lumbar Puncture 
(September 5).—Fluid not under pressure (cells, 12 per c.mm.; 
protein, 10%). W-.R. negative. 

Progress.—Gradual improvement occurred during the following 
fortnight. Some degree of voluntary movement has returned to 
the affected limbs and her speech has recovered considerably, 
although she still has some difficulty in getting her words out. 
Apart from physiotherapy and splinting of the right leg in the 
early stages, no special treatment has been given. As she had 
had two normal labours there did not, in our view, appear to be 
any indication to deliver her by caesarean section. On September 
22, 18 days after the onset of the illness, labour commenced and 
she was delivered spontaneously in eight hours of a living female 
child weighing 8 Ib. 2 oz. (3.60 kg.). 

Her gradual recovery from the hemiplegia continues and 
has not in any way been adversely affected by the labour.— 
I am, etc., 


Farnworth. near Bolton. J. G. THURSTON. 


“Et all.” 


Sir,—As you now have under discussion the use of Latin 
terms in medical literature, I beg to draw your attention to 
an inconsistency in the use of the phrase “ ef al.,” short for 
“et alius,” or “ another,” so often used when references to 
the literature are quoted. The immemorial custom or con- 
vention of printers in the matter of abbreviations is, to 
give a few examples, to use “p.” for page,” “pp.” for 
“sen”; “L” oe "ae, 6°” Go “eee”: oe 6 
“following” in the singular, “ff.” when several “ follow- 
ing” words, etc., are to be indicated ; “sq.” for “ sequens,” 
“sqq.” for “sequentes”’; and so on. In other words, the 
plural of an abbreviation normally is distinguished from 
the singular by doubling its last letter. Considering the 
case of “et al.,” or “et alius,” “and another,” one finds 
from time to time “ et al.” being used meaning “ and others.” 
For example, in your issue of May 31, p. 1156, a reference 
is given to a paper by Hench, Kendall, Slocumb, and 
Polley ; but at the foot of p. 1152 of the same issue the 
same paper is quoted as being by Hench, Kendall, ef al. 
Surely when “ef al.” is used, as it is here, to mean “ and 
others,” it should be spelled “ef all.” and so brought into 
line with the four instances of printers’ singular and plural 
abbreviations quoted above.—I am, etc., 


Nairobi, Kenya Colony. A. J. JEx-BLAKE. 


Wrapping the Journal 


Sm,—Will not some more virulent pen than mine join me 
in vilifying and castigating the Editor or Manager of the 
B.M.J. or anyone else responsible for sending the Journal 
forth in a thin paper wrapping that is now without the zip- 
like strip that used to make its opening such a joy. 

I never could believe the tales about stacks of unopened 
journals filling dark recesses in doctors’ houses. Especially 
was this impossible in the case of doctors who had young- 
sters clamouring each week for the right to rip down the 
zipper that left the cover to drop off and the Journal to 
unroll. 

Why has this zip arrangement on the wrapper been taken 
from us? Do you imagine, Sir, that we are all so hypno- 
tized by the prospect of the Danckwerts award or so be- 
mused over consideration of gastrectomy versus gastro- 
jejunostomy that this zip can be stolen with impunity from 
under our very noses ? 

I call upon my fellow readers to demand with me that 
you give us back our zipper.—I am, etc., 

Wrexham A. WESLEY HILL. 

*," We have received othér letters of complaint about the 
absent “zipper.” Owing to the high cost of producing the 
Journal, the Council, on the recommendation of the Journal 
Committee, has introduced a number of economies this year, 
among them being the substitution of a cheaper wrapper 
without the “ zipper.” We regret the inconvenience caused 
to readers.—Epb., B.M.J. 
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ALEXANDER EDWARD GOW, M.D., F.R.C.P. 


Dr. A. E. Gow, consulting physician to St. Bartholomew’s 
Hospital, died suddenly on September 19 at his home in 
Kingston Vale. He was 68 years of age. 

Alexander (Alec) Edward Gow was born on March 9, 
1884, and was educated at King Edward VI School, 
Stratford-on-Avon, and at St. Bartholomew’s Hospital, 
which he entered in 1903. After qualifying in 1908 he 
became a house-surgeon to the ear, nose, and throat 
department at St. Bartholomew’s Hospital for six months. 
He did not wait for a vacancy as a house-physician, but 
went to the Royal Northern Hospital, where he worked 
under Dr. (later Lord) Horder, and so began an associa- 
tion which lasted for many years. A year after qualify- 
ing he graduated M.B., B.S.(London), and then took the 
M.R.C.P., proceeding M.D. in 1911. In that year he 
entered the pathological department at St. Bartholomew’s 
and served there first as a junior and then as senior 
demonstrator. Two years later he was elected one of 
the two medical registrars : this was then regarded as a 
certain step to the staff. About this time also he became 
an assistant physician to the Queen’s (now Queen Eliza- 
beth) Hospital, Hackney Road. 

At the outbreak of the war in 1914 he at once joined 
the Navy as a temporary surgeon-lieutenant, and@served 
with the Naval Brigade throughout the Gallipoli cam- 
paign and afterwards at Haslar Hospital. During this 
latter period he had two severe illnesses—scarlet fever 
followed by an acute nephritis, and a perforated duodenal 
ulcer. The latter was operated on very early, but was 
followed by a severe lobar pneumonia. 

After the war he returned to his work as a medical 
registrar at St. Bartholomew’s Hospital, but resigned from 
the Queen’s Hospital in order to devote all his energies 
to his work at St. Bartholomew’s. In 1919, the year in 
which he was elected F.R.C.P., he became first assistant 
to Sir Archibald Garrod, who had been appointed to the 
chair of medicine which had just been created by London 
University. He held this post until he was elected an 
assistant physician to Lord Horder in 1921, and in 1930 he 
was elected a full physician. He was a very able clinician, 
and his clerks were carefully taught in taking a history 
and in examining their patients. A good-tempered man, 
he was exceptionally kind to his patients and much loved 
by his house-physicians, who appreciated his sound 
clinical judgment. His opinion was particularly valued 
by his surgical colleagues. He was specially interested in 
diseases of the blood and in lymphadenoma, working 
with Dr. Mervyn Gordon as the clinician of a team which 
studied the latter disease. Though not a prolific writer, 
he was the joint author with Lord Horder of The Essen- 
tials of Medical Diagnosis and of articles in Price’s Text- 
book of the Practice of Medicine. 

In 1935 Gow was appointed physician-in-ordinary to 
the Household of the late Duke of Kent, and after the 
latter’s death in an aeroplane crash in 1942 he became 
honorary physician to the Household of the Duchess of 
Kent. During the 1939-45 war he lived and worked at 
St. Bartholomew’s and took his share in the work of 
treating casualties. On his retirement from active work 
at the hospital he became an emeritus physician in 1946 
and was elected a consulting physician in. 1951. 

Gow had a rather grave expression, but a charming 
smile. He was indifferent to cold, and never wore an 


overcoat or a hat. His severe illnesses and consequent 
ill-health made a very great change in his activities, and 
in order to carry on his hospital work and a @rge con- 
sulting practice to his satisfaction he was forced to limit 
his outside activities. Thus he refused to examine in 
medicine either for the Conjoint Board or the Royal . 
College of Physicians, and he did not take an active part 
in the numerous hospital committees. He owed much 
to the care and attention of his mother in the early years 
after the first world war, and afterwards to his wife, 
formerly Miss Helen Gordon Rannie, whom he married 
in 1929. He had two sons and one daughter, who with 
his wife survive him, and to whom we extend our sincere 
sympathy.—G. G. 


We are indebted to Lord Horper for the following appre- 
ciation: It is difficult for me to talk about Alec Gow without 
touching a personal note. For nearly forty years we were 
closely associated—in teaching, in practice, and in personal 
relationships. No one can have had a more devoted and 
loyal junior. I can only hope that I made it clear to him 
how highly his help and his friendship were appreciated. 

Directness and simplicity were the salient features of 
Gow’s life, whether in his work or in his domestic life. 
There must be many hundreds of Bart’s students who owe 
him a lasting debt of gratitude for these qualities in his 
scrupulously accurate, clinical methods in the out-patient 
room and in the wards, as there must be hundreds of patients 
who owe their health and their lives to his careful attention 
to detail in the course of his consulting practice. It was to 
this expression of his individuality in his work, both in 
hospital and in private life, that Gow owed his popularity 
and his success ; for he kept largely aloof from the doings 
of medical societies and entirely aloof from “ medical 
politics.” His contributions to medical literature, when his 
very great clinical experience is borne in mind, were few, 
but they revealed the same thoroughness and authenticity 
as did his bedside teaching. 

Gow’s reserve and apparent detachment, though they were 
largely temperamental, were partly due to the need for care 
in regard to health. During the first world war, when serv- 
ing in the Nayy, he suffered from a perforated duodenal 
ulcer. This very serious illness at Haslar left him depen- 
dent upon dietetic and other restrictions for many years. 
Two years before his death he was warded in Bart’s by an 
obscure pyrexia with severe fibrositic symptoms. Con- 
valescence was slow, but eventually he recovered completely. 
Two days before he died he intimated his fitness by saying 
to his brother: “I can now do anything I want to do.” 
The massive and fatal.coronary block, which he himself 
diagnosed, caused unconsciousness within an hour of its 
onset, ending a life of great service to others and leaving 
many of us who knew him well quite desolate. 


J. B. G. S. writes: May I be allowed to pay my tribute 
to my late revered chief? What impressed me most was 
Gow’s pre-eminence as a clinician. He was unsurpassed in 
his teaching and in the demonstration of clinical signs and 
was an adherent of old and well-tried remedies. I recall 
seeing him resort to the historic procedure of the applica- 
tion of leeches and dry cupping on -his ward rounds. He 
stressed the importance of anatomy and would adyise all 
his new clinical clerks to “ read a little anatomy each day,” 
and he himself always carried in the pocket of his ward 
coat a copy of the “ pocket” Gray to which he was not 
ashamed to refer. His lectures, which were always most 
carefully prepared, were’ models of lucidity and were 
delivered in an impressive manner. His old clerks will 
always recall him as a very kindly man with a devotion to 
his patients’ interests and with a latent, yet definite, sense 
of humour. He had a courtly and dignified bearing 
eminently befitting his appointment as physician-in-ordinary 
to the late Duke of Kent’s Household. This appointment 
gave great satisfaction to all who knew him. His book on 
medical diagnosis, written in conjunction with Lord Horder, 
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is a masterpiece of clinical clarity and is based on deep 
anatomical and physiological knowledge. Another great 
son of Bart’s has gone, and his going has saddened the 
hearts of°all who knew him, worked with him, and loved 
him, and our sympathy goes out in full measure to his wife 
and family. . 


H. E. ROAF, M.D., D.Sc.’ 


We record with regret the death of Professor H. E. Roaf, 
emeritus professor of physiology in the University of 
Liverpool, on September 21, at the age of 71. 

Herbert Eldon Roaf was born at Toronto, Canada, on 
August 3, 1881, the son of the late James R. Roaf, K.C., 
and was educated at the Upper Canada Academy and at 
the University of Toronto, graduating M.B. in 1902. He 
then came to England as the Johnston Colonial Research 
Fellow at the University of Liverpool, where he worked 
under the direction of Benjamin Moore. He took the 
M.R.C.S., L.R.C.P. in 1904 and proceeded M.D. in the 
following year. In 1909 he obtained the degree of M.Sc. 
of the University of Liverpool and in the following year 
to took the D.Sc. He was a British Medical Association 
research scholar in 1905-6. 

It was perhaps the early association with a great bio- 
chemist which was responsible for the subject matter of 
several of Roaf’s earlier papers and the later publica- 
tion of a work on biological chemistry (1921). In 1906 
he was appointed assistant lecturer in the department of 
physiology under the late Sir Charles Sherrington and 
later he became lecturer in chemical physiology. Then 
followed a period of eight years as lecturer in physiology 
at St. Mary’s Hospital Medical School, London, which 
was terminated by his appointment in 1920 to the chair 
of physiology at the London Hospital Medical College. 
He returned to Liverpool in 1932, having been invited 
to accept the George Holt chair of physiology, a post 
which he held until his retirement in 1944, when his long 
and distinguished association with the university was 
recognized by the conferment on him of the title of 
professor emeritus. a 

Although Roaf was widely recognized as an authority 
on colour vision and made many Important contributions 
in that field, his interests in teaching and research 
extended over the whole range of physiology, and his 
wide and intimate acquaintance with the subject was 
evident to the many students who used his Textbook of 
Physiology, first published in 1924. He was a member 
of the Biochemical Society and was for a time secretary 
of the Physiological Society. 

When the British Medical Association held its Annual 
Meeting at Toronto in 1906 he acted as secretary of the 
section of physiology. At the Centenary Meeting of the 
Association in 1932 he was a vice-president of the section 
of physiology and biochemistry, and at the Plymouth 
meeting in 1938 he was president of the section. He was 
also a member of the Association’s Hearing-aids Com- 
mittee from 1937 to 1940. 

When he first came to the University of Liverpool from 
Canada as a young postgraduate student Roaf took an 
active part in student activities, playing Rugby football 
and taking part in amateur dramatics, and this interest in 
student life continued when he returned as Holt professor. 
He took great pains to get to know all his many students 
personally, and he and Mrs. Roaf regularly invited 
groups of them in turn to their home for entertainment. 
There was, too, an annual students’ dance at which the 
charm and kindness of the hosts soon made the shyest 
student feel at ease. 


Roaf was a most modest and rather shy man, but 
among his friends and honours students he soon revealed 
a kindly and a lively wit, which was the more delightful 
because it was displayed at no expense to others. It was 
his habit in the laboratory to invite his staff to take lunch 
and tea with him there, which gave them an opportunity 
to discuss their work with him, as well as to air their 
views on many other subjects. Roaf took care never to 
monopolize the discussion and seldom criticized directly 
the opinions expressed, however extreme. At the same 
time his colleagues were never left uncertain about his 
own opinions, and the evidence on which their own might 
be based was subject to gentle but searching scrutiny. 
In that way many young men of his staff were painlessly 
and often unconsciously inoculated with the scientific 
method as applied to many other subjects besides 
physiology. 

Roaf was a man of the highest moral and intellectual 
principles who never spared himself in his devotion to 
his department and his university. During the years 
between the wars, when the funds of provincial univer- 
sities were anything but adequate, he built up a depart- 
ment worthy of the great tradition of its early days. 
When war broke out again in 1939 he threw himself 
heart and soul into every possible activity to help the 
war effort, taking on a heavy burden of departmental 
work and spending much time in research on vision for 
the Admiralty. He was a member of the Home Guard 
and frequently lectured at military and Air Force camps. 

When he retired in 1944 his friends hoped that he and 
his wife would enjoy many years of happiness in their 
new home and in the gardén which he was creating with 
characteristic joy and enthusiasm. Unhappily _ this 
pleasant life of his was ended by a stroke which caused 
his death. Those who were privileged to know Roaf will 
mourn the loss of a distinguished physiologist and a 
kindly and gentle man. They will wish to offer their 
sympathy to his widow, to their two sons and two 
daughters, and to the children who have lost a beloved 
grandfather. 


S. W. ALLWORTHY, M.D. 


Dr. Samuel William Allworthy, who died on Septem- 
ber 13 at the age of 85, was born on December 16, 1866, 
and entered Trinity College, Dublin, at the remarkably 
early age of 15. After a distinguished student career, in 
which he gained the Ekenhead scholarship in experi- 
mental science, he graduated B.A. in 1886 and took the 
M.B. in 1887 and the B.Ch. in 1888, proceeding M.A. 
and M.D. in 1890. In the following year he obtained 
the Diploma in State Medicine. After graduation, he 
worked for a time in Darlington before settling in 
Belfast, where he combined general practice and special- 
ist work in dermatology. Among his appointments 
was that of consulting physician to the Royal Victoria 
Hospital, Belfast, and consulting physician to the Old 
Charitable Institution, Belfast. Previously he was physi- 
cian to the Benn Hospital for Diseases of the Skin, and 
it was on his initiative that this hospital became part 
of the medical teaching centre focused at the Royal 
Victoria Hospital. His contributions to medical literature 
were confined to dermatological subjects, and his papers 
appeared in the British Journal of Dermatology.and the 
British Medical Journal. 

For a time Allworthy studied at the Finsen Institute 
in Copenhagen, and he was a pioneer radiologist in 
Belfast. In those early days few precautions were taken, 
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and, like others of his generation, he suffered later from 
the constant exposure to x rays. His hands were dis- 
figured by old x-ray burns, and in the last years of his 
life, and many years after he had retired, the skin began 
to break down. A finger was removed in 1951, and two 
more fingers had to be amputated in the spring of this 
year. 

During the war of 1914-18 he served as a major ir 
the R.A.M.C., being a specialist in dermatology and 
superintendent of the department of radiology at the 
Lord Derby War Hospital at Warrington. Later he was 
a specialist in radiology to No. 1 Casualty Clearing 
Station, British Expeditionary Force. 

Allworthy was a foundation member of the Jenner 
Institute (later called the Lister Institute of Preventive 
Medicine), a Fellow of the Chemical Society, a member 
of the Royal Irish Academy, and a past-president of 
the Belfast Natural History and Philosophical Society 
and the Ulster Photographic Society. _He had been a 
member of the British Medical Association for 65 years, 
and at the annual meeting of the Association held at 
Belfast in 1937 he was vice-president of the section of 
dermatology. He had also been a member of the Senate 
of the University of Dublin and of the Senate of Queen’s 
University, Belfast. He took a prominent part in the 
public life of Belfast and was an alderman of the city, 
thus following a family tradition : his maternal grand- 
father was the first alderman elected when Belfast 
became a municipality, and his father was also an alder- 
man. An interest in public health led to his becoming 
a water commissioner, and later he was chairman of 
the Belfast water commissioners. He was also a justice 
of the peace. 

His family on his father’s side had many links with 
Ireland, and his grandfather, a district inspector of the 
Royal Irish Constabulary, married a daughter of the 
Knight of Glin. His wife, the widow of William Boyd 
Bennet, died in 1933. 

W. D. writes: Dr. S. W. Allworthy, notwithstanding the 
old x-ray injuries to his hands, survived most of his genera- 
tion. He had had several amputations, but, although he 
knew the inevitable end, he faced it with the same calm and 
unassuming courage with which he emerged once from the 
ruins of his house and once from those of his hospital after 
two successive air raids. He was a warm-hearted man, with 
the delightful courtesy of the best of his generation. His 
many activities made him a most interesting companion, 
ever willing to impart his knowledge to those more ignorant. 
This uneasy and restless generation has lost in him a last 
example of the dignified, courtly, and learned physicians 
who were the glory of our profession in the past. 


A. F. TREDGOLD, M.D., F.R.C.P. 


We are indebted to Dr. BERNARD Hart for the following 
appréciation : 


My personal acquaintance with Dr. Tredgold, whose 
death you recorded last week (p. 726), practically dates 
only from his appointment to the staff of University College 
Hospital in 1928, although I was of course before that 
familiar with his work, and particularly with the Textbook 
on Mental Deficiency, which had already become the stan- 
dard work on this subject. At that time my department of 
psychological medicine had greatly increased in size, and it 
had become obvious that a demarcation was necessary 
between the more general work of the department and the 
special problems concerned with mental deficiency and with 
the psychological difficulties of children which were then 
beginning to form an almost distinct subject under the name 
of “child guidance.” It was therefore decided to establish 


a branch of the department devoted to those aspects of 
psychological medicine, and to appoint thereto a specialist 
physician. At that time Dr. Tredgold was beyond question 
the outstanding authority on mental deficiency in this 
country, and fortunately for University College Hospital 
he was able to accept the post offered to him. The depart- 
ment flourished under his care, and he devoted: much time 
and interest to it until his retirement from the hospital under 
the age limit in 1935. He was then appointed a consulting 
physician to the hospital, being succeeded in the active 
charge of his department by Dr. William Moodie. 





Dr. CHARLES STEWART HUNTER, who died in London on 
August 27 at the age of 74, was a medical student at the 
University of Edinburgh, and took the Scottish triple 
qualification in 1903. He obtained the D.P.H. in 1910, 
and in 1914 he was elected a Fellow of the Royal Institute 
of Public Health and an F.R.S. of Edinburgh in 1915. He 
first went into general practice in Ayrshire, where he 
remained until 1913, when he was appointed medical officer 
of health for Carnoustie. During the war of 1914-18 he 
was medical officer to Barry Camp and a surgeon to the 
Admiralty. Jater he travelled widely as a ship surgeon, 
and finally settled in general practice at Streatham in 
London. Dr. Hunter had a vivid personality and his life 
was an adventurous one. In 1913 he lost a kidney as a 
result of an injury sustained in stopping a runaway horse 
in Newcastle. For this he was given a gold medal, and 
later he received two further medals for life-saving. He 
was a trustee of the Weir Hospital, Balham, and played a 
leading part in its modernization. During the last war he 
worked tirelessly for the first-aid and ambulance services. 
Among his contributions to medical literature were articles 
on surgical emergencies, the domestic management of pul- 
monary tuberculosis, and a manual of skin diseases for 
nurses. In 1947 the Royal Caledonian Society of London 
elected him its president, and he was a life governor of the 
Royal Scottish Corporation and a‘Freeman of the City of 
London. Dr. Hunter loved people and companionship, and 
his death will affect a wide circle of friends. Regardless of 
the hour, a warm welcome always awaited any visitor who 
called to see him. A notable tribute to him appeared in 
the local press. His intense, resolute, and tireless devotion, 
his ready sense of humour and strong character, will always 
be recalled by his patients and friends. Dr. Hunter, who 
had been a widower since 1938, leaves two sons, to whom 
we offer our sympathy.—N.C. T. and S. F. 


Dr. ARTHUR HUNNARD, who died in London on August 30, 
at the age of 81, was born at Petersfield, Hampshire, on 
June 15, 1871, and was educated at Aldenham School and 
at University College Hospital, where he was captain of 
the association football team. He qualified M.R.CS., 
L.R.C.P. in 1894 and took the degrees of M.B., B.S. of the 
University of London in the following year. After holding 
the posts of house-physician and senior obstetric assistant 
at University College Hospital, he went into general practice 
at Mansfield, Nottinghamshire, where he remained until he 
retired to Sedlescombe, Sussex, in 1935.. In addition to his 
general practice, which covered a wide area in the Dukeries 


district of Nottinghamshire, he also did much surgical work, 


both privately and at the Mansfield General Hospital, where 
he became senior surgeon. He was also surgeon to the 
Mansfield Infirmary. During the war of 1914-18 he was 
appointed medical officer in charge of the Duchess of Port- 
land’s war hospital at Welbeck Abbey. He served as a 
justice of the pe&ce for the borough of Mansfield for many 
years, and he was chairman of the Nottingham Division 
of the British Medical Association in 1930-1. He was a keen © 
gardener and fisherman, and his many interests included 
church architecture, old china and furniture, stamps, and 
butterflies, of all of which subjects, besides many others, 
he possessed an unusually wide knowledge. In 1901 he 
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married Miss Cicely Poole, of Caernarvon, North Wales, 
who survives him, together with two sons, one of whom is 
a member of the medical profession, and one daughter, 
another daughter having predeceased him. 


Dr. DUNCAN MENziIEs, who died in Manchester on Septem- 
ber 2 at the age of 61, was born on December 17, 1890, 
and received his medical education at St. Mary’s Hospital, 
London, qualifying L.M.S.S.A. in 1921. After holding resi- 
dent posts at St. Mary’s Hospital, the Gloucestershire Royal 
Infirmary and Eye Institution, and the East Suffolk and 
Ipswich Hospital, he was appointed medical superintendent 
of the Battersea General Hospital in 1925, but, becoming 
afflicted with deafness, he felt that he should resign from 
the post, which he did in 1931. He then acted as a ship 
surgeon for three years, after which he settled for a time 
in Liverpool, where he took the D.M.R.E. in 1935. He 
worked as a radiologist in a number of hospitals in Lanca- 
shire before becoming consultant radiologist to the West 
Manchester group in 1947. Because of his deafness he was 
of a rather shy and retiring disposition and did not make 
friends easily, but he was a most conscientious and reliable 
radiologist, and his untimely death from a coronary 


thrombosis is regretted by all his colleagues. 
a 


Dr. JoHN DouGLas CHISHOLM, who practised in Sale, 
Cheshire, for 30 years and who died on September 6, 
aged 74, was born on August 29, 1878, and studied medi- 
cine at the University of Toronto, where he graduated M.B. 
in 1901. He was elected a Member of the College of 
Physicians and Surgeons of Ontario in the following year, 
and he proceeded M.D. in 1929. He practised in Fort 
William, Ontario, for a time, and was in charge of the 
departments of diseases of children and orthopaedics at the 
McKellar General Hospital there. In 1919 he came to this 
country, and three years later he settled in practice at Sale. 
His skill and his personality soon won him the respect of 
patients and colleagues alike, and for many years he was 
honorary surgeon to the Altrincham General Hospital. 
Later he was appointed consulting surgeon. In 1928 he 
was elected chairman of the Mid-Cheshire Division of the 
British Medical Assaciation, and for 10 years (1939-48) he 
was an outstandingly successful honorary secretary of the 
Division and of the local medical war committee. 

Dr. J. B. Fulton writes: To those who were privileged to 
work with him, the sudden passing of Dr. J. D. Chisholm 
comes as a twofold shock. There is the sense of personal 
loss—irreplaceable, because the man himself was unique— 
and there is the re-awakening for many of us of the memory 
of that professional era to which Chisholm belonged. His 
vears of devoted work for the British Medical Association 
ended with the profession’s acceptance of the National 
Health Service. He did not believe that the new Service 
was to the advantage of either the nation or the doctors. 
So believing, there was no other course for a man of 
Chisholm’s character than to leave the Association and to 
reject the Service. It was equally typical of his consistency 
and integrity that he refused even to enter the Service for 
the token five minutes which would have obtained him 
compensation for the loss of practice goodwill. At a time 
when few of us feel that we can afford to be over-nice in 
our dealings with the Ministries which order our lives, this 
might seem quixotic. To anyone who knew Chisholm it 
was only natural. From this deep root of character stemmed 
that trenchancy of speech and manner which made him so 
formidable, and so valuable on the numerous committees of 
which he was a member. How often has one seen some 
committee decision flowing docilely to its gre-ordained end, 
only to be queried, halted, and finally shattered on the rock 
of Chisholm’s enormous common sense, while lesser men 
gave inward thanks for the uncompromising spirit that 
shamed their diffidence. It is pleasant to remember that 
they gave overt thanks also, in the form of a small presenta- 
tion, as recognition qf one at least of his many useful 
activities—his very effective organization and administration 


of the protection-of-practices scheme in mid-Cheshire during 
the last war. This was the most successful scheme of the 
kind in the country, and its success was due almost wholly 
to Chisholm. Fortunately for his colleagues, he did not 
allow his refusal to enter the National Health Service.to 
end his participation in medical affairs. His services wefe 
still made available on the local medical committee of the 
county, where his position, as representing the small 
minority of doctors outside the Health Service, made him 
particularly valuable. On that note, perhaps, one should 
end. Kindly, genial, truculent, but, above all things, he 
was valuable. A memorable man, and a man to be thank- 
ful for. 


Dr. RICHARD PARRY, who died on September 7 at the age 
of 67 at Annfield Plain, a Durham mining village, where he 
had been in practice for 40 years, was born at Wyoming, 
U.S.A., on August 9, 1885. He received his medical educa- 
tion in Edinburgh, where he qualified with the diploma of 
the Scottish Conjoint Board in 1911, shortly afterwards 
settling in general practice. During the war of 1914-18 
he served with the R.A.M.C., mainly in Mesopotamia, where 
he was attached to the 3lst General Hospital. After the 
war he returned to Annfield Plain, where he built up a 
large practice by hard and conscientious work. Though 
hampered by ill-health, he served on the Newcastle medi- 
cal board during the last war, in addition to carrying on 
the heavy work of his practice. He retired in 1951 after 
a serious illness. Dr. Parry was much loved by his patients, 
to whom he was a trusted friend and counsellor. To his 
colleagues he was kind and considerate and always ready 
with help and sound advice. He leaves a widow and one 
daughter.—W. W. 


Dr. G. H. WeLLS-CoLe, who died at Lincoln on Septem- 
ber 21, his 36th birthday, had been in an “ iron lung” since 
the end of 1947. He contracted poliomyelitis during the 
epidemic in 1947. Gervas Henry Wells-Cole was the eldest 
son of Dr. Gervas Charles Wells-Cole. He was a student 
at St. Bartholomew’s Hospital from 1935 to 1942, when he 
qualified M.R.C.S., L.R.C.P. At hospital he delighted every- 
one with the skill and humour which he contributed to both 
work and play. His friends were legion and his enemies 
non-existent. He loved music, people, and games, and 
played for the United Hospitals at both cricket and foot- 
ball. After qualifying he held the posts of house-physician 
to the children’s department at St. Bartholomew’s Hospital 
and house-physician at the Royal Alexandra Hospital for 
Sick Children, Brighton. Soon afterwards he married 
Margaret Eileen, daughter of the late Lieutenant-Colonel 
John O'Neill, I.M.S., and then served in the Royal Naval 
Volunteer Reserve from May, 1943, to April, 1946, attaining 
the rank of surgeon lieutenant-commander. His war service 
postponed a long-anticipated entry into a family practice. 
founded by his great-grandfather, until 1946, when he joined 
his father at Lincoln. During the poliomyelitis epidemic of 
1947 he continued to attend his patients until he himself fel! 
ill. On Boxing Day in that year he had to be put in an 
artificial respirator, and there he remained until his death, 
the paralysis being so severe that he could not live even for 
short periods outside the respirator without artificial respira- 
tion. Within a year he realized that improvement in his 
condition was impossible. His survival for nearly five years, 
in spite of repeated pulmonary and urinary infections, was 
a tribute to his character and to the devotion of his wife 
and medical advisers. He bore his terrible cross with cheer- 
fulness and displayed an objectivity about his suffering 
which, when witnessed, seemed unbelievable. He intelli- 
gently supervised the upbringing of his three children, and 
appeared moré concerned with the worries of others than 
with his own suffering. Latterly he began eagerly to hope 
for the day when improved cuirass respirators would allow 
him to be active enough again to help other people. This 
formerly athletic young doctor gave his life, albeit slowly, 
for his patients. Medical practitioners and their families 
recognize no greater tradition.—J. T. H. 
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CIVIL RESPONSIBILITY OF SCHIZOPHRENIC 
[From OuR MEDICO-LEGAL CORRESPONDENT] 


On June 22, 1949, Mr. A. G. R. Marsden, who was stay- 
ing at the Bedford Hotel, Brighton, was suffering from 
catatonic schizophrenia. He struck the manager of the 
hotel, Mr. A. J. H. Morriss, on the head with a brass fire 
hydrant key, inflicting severe injuries. For this attack 
Marsden was prosecuted, and at his trial at Lewes Assizes 
was found unfit to plead, and was accordingly detained in 
Broadmoor. 

In the Queen’s Bench Division on March 25° Mr. Justice 
Stable had to decide the effect of Marsden’s mental illness 
on his civil responsibility in an action for damages for 
assault brought against him by Mr. Morriss. The defence 
to the action was that, applying the M*‘Naghten rules, 
whether or not at the time of the assault Marsden knew 
what he was doing ; all the doctors who gave evidence were 
agreed that he did not know that what he was doing was 
wrong. 

In giving judgment in favour of Mr. Morriss, Mr. Justice 
Stable said that, although Marsden at the time of the assault 
was a certifiable catatonic schizophrenic, his act was volun- 
tary in that he was directing his hand to do that which he 
knew that he was doing at the time he did it. In a civil 
action for assault the knowledge that he was doing wrong 
was immaterial. 

This decision is a good illustration of the fundamental 
difference in English law between civil and criminal re- 
sponsibility. Generally speaking, an intention to infringe 
someone’s rights is not necessary in order to create legal 
liability for having in fact infringed them. Almost always 
intention is an essential element in establishing criminal 
liability. The words of a criminal indictment which are 
so familiar, “ malice aforethought” in murder, wounding 
“with intent” to do grievous bodily harm, receiving stolen 
goods “knowing them to be stolen,” underline this basic 
requirement of the English criminal law. It is because a 
man who is insane within the M‘Naghten rules is incapable 
of forming a “ guilty intent” that he is not criminally 
responsible. But, since intent is, generally speaking, not a 
necessary constituent in the infringement of civil rights, it 
follows that insanity is not necessarily a defence to a civil 
action, even toe an action arising out of the same facts for 
which the defendant has been absolved from criminal 
responsibility. 





1 The Times, March 26. 
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Poliomyelitis 


Poliomyelitis notifications (uncorrected) in the week ending 
September 20 (38th week of the year) were as follows: 
paralytic 127 (115), non-paralytic 61 (68); total 188 (183). 
This is an increase of 5 compared with the previous week, 
the figures for which are in parentheses. Up to and inclu- 
ding the week ending September 20 the overall uncorrected 
notification rate for England and Wales was 7.22 per 100,000. 


Paratyphoid Fever in Wales 


During the week ending September 13, 49 cases of para- 
typhoid fever were notified in Wales, an increase of 34 on 
the total of the preceding week. Paratyphoid fever has 
persisted in the principality since it appeared during the 
week ending May 17, and 524 cases have been notified in 
the past 18 weeks. Geographically there appear to have 


been three major outbreaks and one smaller one: (1) along 
the Swansea valley; (2) on the borders of Glamorganshire 
and Monmouthshire; (3) in Brecknockshire; and (4) the 
smaller outbreak in Pembrokeshire. The number of notifica- 
tions in these counties to date are: Glamorganshire 246, 
Brecknockshire 128, Monmouthshire 114, and Pembroke- 
shire 20. The remaining 16 cases occurred in the counties 
of Carmarthen 7, Denbigh 5, Flint 3, and Cardigan 1. 

In these days of mass-produced foodstuffs it is possible 
to get a very wide dispersion of cases from one source of 
infection. The distribution in time and space of paratyphoid 
fever in Wales suggests that the outbreaks did not have a 
common source and that.the present experience is possibly 
due to three or four separate outbreaks. Only two cases 
were notified in the 18 weeks in the combined urban districts 
of Bridgend, Cowbridge M.B., Glyncorrwg, Maesteg, Neath 
M.B., and Ogmore and Garw, which are situated between the 
two main outbreaks in Glamorganshire. The first appear- 
ance of typhoid fever in Wales was during the week ending 
May 17, when 14 cases were notified on the borders of 
Glamorgan and Monmouth (Gelligaer U.D. 8 and Bedwellty 
U.D. 4). In the following week 43 cases were notified over 
a wider section of the same area (Gelligaer U.D. 16, Bed- 
wellty U.D. 8, Mynyddislwyn U.D. 7). The outbreak gradu- 
ally declined up to July 19, although a rise in incidence 
occurred during the week ending June 21, when 9 cases 
were notified in Cardiff C.B. Scattered cases occurred along 
the borders of the two counties during the following six 
weeks and then flared up during the week ending September 
13, when 17 cases were notified in Tredegar U.D. and 9 cases 
in Cardiff C.B. . 

Paratyphoid fever first appeared in the Swansea valley 
during the week ending July 26, when 21 cases were notified 
in Pontardawe R.D. and 12 cases in Ystradgynlais R.D. In 
the following week Brecknock M.B. and R.D. experienced 
an explosive outbreak with 70 notifications. This area is 
to the north and between the other two centres of infection. 
Both the Swansea valley and the Brecknock outbreaks died 
down rapidly, although sporadic cases are still occurring. 
The smaller outbreak in Pembroke was concentrated around 
the area of Fishguard and began with 7 cases during the 
week ending July 12, and lasted three weeks. 


Road Accidents in July 


Casualties on the roads of Great Britain in July, 1952, 
were 20,998, including 455 killed, 5,122 seriously injured, 
and 15,421 slightly injured, as compared with a total of 
21,811 in July, 1951. This is a decrease of 813. 


Infectious Diseases 


A decrease was recorded in the number of notifications 
of measles 516, whooping-cough 344, and dysentery 32 in 
England and Wales during the week ending September 13, 
and an increase of 144 was recorded for scarlet fever. 

The incidence of measles declined in most areas of the 
country. The largest fall was 95 in Durham; the largest 
exception to the downward trend was:a rise of 51 in Lanca- 
shire. The larges! falls in the notifications of whooping- 
cough were Lancashire 67 and Warwickshire 58. A small 
rise in the incidence of scarlet fever was recorded throughout 
the country. Notifications of diphtheria numbered 3 more 
than in the preceding week. 

There were 23 more notifications of paratyphoid fever 
than in the preceding week, owing to an increase in the 
incidence in Wales. The largest returns were Monmouth- 
shire 31 (Tredegar U.D. 27) and Glamorganshire 17 (Cardiff 
C.B. 9). 

The number of notifications of acute poliomyelitis was 
the same for paralytic but 5 less for non-paralytic cases 
than in the preceding week. The largest returns were Essex 
22 (Southend-on-Sea C.B. 6); Yorkshire West Riding 17 
(Leeds C.B. 6); Lancashire 15; Kent 13; London 11 
(Southwark 4). 

The largest centres of dysentery were London 23 and 
Lancashire 20. 
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Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported during the nine years 
1943-51 are shown thus -------- , the figures for 1952 
thus Except for the curves showing notifica- 
tions in 1952, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Week Ending September 20 


The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 852, whoop- 
ing-cough 1,366, diphtheria 21, measles 2,590, acute polio- 
myelitis 188, dysentery 103, paratyphoid fever 33, and 
typhoid fever 5. 


INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending September 13 


(No. 37) and corresponding week 1951. 


Figures of cases are for the countries shown and Londdn administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), Lond administrative county, the 
17 principal towns in Scetland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 

































































































































































CASES 4 1952 1951 
in Countries we | 2 3 £ a <8 vis £ 
d Lond 8 & ss ° 
and London | eee lizlalds |S) 8lzla 
Diphtheria... 26, 3 9| 0| 1 36] 2] 13] Of 8 
Dysentery .. ca 100} 23) 90) 4 1 103} 28) 82 
Encephalitis, acute. . 2 o oO 0 4 oOo Oo 
Enteric fever: 
Typhoid . aia 9 0 0 3 2 10 1 2 0 1 
Paratyphoid aa 644 + 0/2(_) 0 38 4 0 1/1(A) 
Food-poisoning .. 105} 13 y © 166} 15 3 
Infective enteritis or 
diarrhoea under 
2 years .. “i 19} 47 12} 43 
Measles* 2,421} 240) 56} 24) 62§ 1,211} 35) 78) 101) 34 
Meningococcal saand 
tion . 265 OF} 4 OF 3 23} 2] 103) OF 1 
Ophthalmia neona- | 
torum .. 29 2} 10 1 35| 2 7 0 1 
Pneumoniat 210} 13; 149) 9 212) 9} 123 
= acute: “15 6 2 6 
aralytic «eo 
Non-paralytic .. 68} 5 } 6) 11 2 { 48; 5 }12 7 2 
Puerperal fever§ 203} 33} 12; 1} | 263] 32) 19] oO 
Scarlet fever ae 701; 71} 175} 10) 4 595; 43) 145) 23) 45 
Tuberculosis : 
Respiratory na 119} 37 126; 28 
Non-respiratory. . 24, 414 23} 4 
Whooping-cough .. 1,487; 90] 95| 27 46 2,420) 112 305} 43) 89 
1952 1951 
DEATHS . : - 
P igi. 5 7 3 | Tia £ 
in Great Towns | #q/| § . £ we | § ‘le 
ae] 4 2 Z a g Zia 
Diphtheria... 1 o| | o oO 0| 0} o oO} o 
Dysentery .. ay 0 0| | 0 | 0 
Encephalitis, acute. . 0 0} 0 0 
Enteric fever » 1} 0 0 0 60} 68] CO 
Infective enteritis or | 
diarrhoea under 
2 years .. a 7 1 2) a 8| 2 1 2 
Influenza .... 2 1 | 0 2a oo 7 
Measles... | oO 0 oj 0 
Beningsseses! aed 
tion ‘ 0 1 1 I 
Pneumonia in 97; 13 4 4 109; 18 m3 
Poliomyelitis, acute 6 Oo 0 0 
Scarlet fever ind 0 0 0 1 0 6OF. UO 
a 12} 13] 5] 31 a9 . 18} 3) 5 
espiratory | 
Non-respiratory. . } 86|{ oH 6: h(U1 1 } MU { 3} “= &@ @ 
Whooping-cough .. 1} | | 0 3} Oo} OF O| oO 
Deaths 0-1 year .. | 170] 19} 26| 7| 15{ 201) 24 24 8 9 
Deaths Gqastating | 
stillbirths) 4,091} 600) 475) 93 126 3,901| 618) 484; 91) 134 
LIVE BIRTHS .. | 6,907|1057| 829) 205 488} 6,524:1110| 745} 188} 390 
STILLBIRTHS ..| 176} 19] 18 | 166| 22| 14| 





























* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Royal College of Obstetricians and Gynaecologists.—The 
annual dinner of the R.C.O.G. was held on September 26 
at the Dorchester Hotel,: with the President, Dame Hilda 
Lloyd, in the chair. In proposing the toast of the College, 
Mr. Iain Macleod, M.P., Minister of Health, said that since 
its foundation in 1929 it had had a fine record of achieve- 
ment. Though drugs and increased knowledge of hygiene 
and feeding had played a big part in reducing infant mor- 
tality, yet much credit for this was also due to those repre- 
sented by the R.C.O.G. Mr. Macleod mentioned that on 
the morrow the Princess Royal would be admitted to honor- 
ary fellowship of the College, thus following in the footsteps 
of the Queen and the Queen Mother. Finally, he said he 
would like to associate the toast with one name, that of 
Dame Hilda Lloyd, who was to hand over her office to 
Mr. Arthur A. Gemmell. “I do know,” Mr. Macleod said, 
“what a fine President she is, and what a splendid person.” 
In response Dame Hilda Lloyd said it was the first time 
the College had had the opportunity of welcoming Mr. 
Macleod. To-morrow, she said, she would be handing over 
her office to Mr. Gemmell, and she knew the College would 
flourish under his presidency. Mr. C. D. Kennedy pro- 
posed the toast of the guests, and this was replied to by 
Miss Florence Horsbrugh, M.P., Minister of Education, and 
Sir Russell Brain, who paid a graceful tribute to Dame 
Hilda. 


Hunterian Society.—The books, manuscripts, etc., acquired 
by the Society during the year are on view during October 
3-10 at the library of the Ciba Foundation, 41, Portland 
Place, W.1. The exhibition is open between 4.30 and 6 p.m. 
to all interested. 


Visual Aid.—The Central Council for Health Education 
gave a reception on September 23 to exhibit a new visual 
aid to the teaching of the art and technique of breast- 
feeding. It consists in a set of three filmstrips taken from 
charts and pictures prepared by the Department of Medi- 
cal Illustration, Guy’s Hospital, with the co-operation of 
Dr. R. C. MacKeith, assistant physician, Child Health 
Department, Guy’s Hospital. The filmstrips are intended 
for the instruction of medical and nursing students, and 
are admirably suited for the purpose. Intelligent mothers 
could also understand them. The visual aid. can be hired 
from the Central Council for Health Education at 10s. each 
or 25s. the set, and should be a distinct asset to practical 
instruction in a subject which is difficult to teach, and which 
in the past has often been neglected. 


Cremation.—The Cremation Regulations, 1952, which came 
into operation on September 26, extend the categoriés of 
people who can verify applications. Besides a justice of 
the peace, the classes of people who may verify include 
the following: a registered dental or medical practitioner, 
a barrister or solicitor, a Member of Parliament, a minister 
of religion, an officer in the Forces or on their pension 
lists, a person on the active or pension list of the permanent 
Civil Service who is, or was at retirement, of the rank of 
clerical officer or higher and is aged over 21, a bank mana- 
ger or cashier, various types of teacher, a police officer not 
below the rank of sergeant, a member or the clerk of a local 
authority, and the secretary of a trade union or registered 
friendly or approved society. 


Problem Solved.—An abstruse problem in mathematical 
statistics, but of practical importance in epidemiology, is 
solved in the current Journal of the Royal Statistical Society 
(Ser. B) by Dr. A. Gardner, for 40 years a ship surgeon. It 
was posed by the late Professor Major Greenwood in 1946, 
and concerns, for instance, the analysis of intervals between 
successive cases of infectious disease. The problem had 
defied several previous attempts at solution. 


NEW ISSUES 


British Journal of Ophthalmology.—The next issue of this 
journal (Vol. 36, No. 10) will be available in a week’s time. 
The principal contents include: 

EXPERIMENTAL RESEARCH WITH CORNEAL HETEROGRAFTS. J. Babel 
and J. B. Bourquin. 

SUCCESSFUL TRANSPLANTATION OF HUMAN AND CAT CORNEAL 
TISSUE INTO RaBBiT CorNngAE. D. P. Choyce. 

RADIOACTIVE DI-IODOFLUORESCEIN IN THE DIAGNOSIS OF INTRA- 
OCULAR Tumours. P. D. Trevor-Roper, K. A. Newton, and 
J. P. Nicholson. 

CHOROIDERMIA. CLINICAL AND GENETIC Aspects. Arnold Sorsby, 
A. Franceschetti, Ruby Joseph, and J. B. Davey. 

ELECTRON-MICROSCOPIC STUDY OF CHLAMYDOZOON TRACHOMATIS. 
Yukihiko Mitsui, Jun Tsutsui, and Chie Tanaka. 

PORTABLE REFRACTION OuTFIT. J. W. Bishop. 


Issued monthly ; annual subscription £4 4s., single copy 
8s. 6d.;, obtainable from the Publishing Manager, B.M.A. 
House, Tavistock Square, London, W.C.1. 


COMING . EVENTS 


Postgraduate Courses for G.P.s.—The first of the monthly 
symposia for general practitioners in the Health Service 


_ organized by Cambridge University Medical School-will be 


held at Addenbrooke’s Hospital on October 25 from 10.30 
a.m. to 4.30 p.m. The theme will be nervous diseases, and 
there will be lectures and discussions on the diagnosis of 
poliomyelitis, diagnosis and treatment of sciatica, tingling 
fingers, and subarachnoid haemorrhage. Admission is free, 
and those wishing to attend should notify the secretary of 
the school, the Naval Hut, Downing College, not later than 
October 18. 


Military Medicine.—The 59th annual meeting of the Asso- 
ciation of Military Surgeons of the United States will be 
held in Washington, D.C., on November 17-19. Invitations 
have been sent to the chiefs of the medical services in the 
British armed Forces. Particulars may be obtained from 
the association at the Armed Forces Institute of Pathology, 
Washington 25, D.C. 


Conference on Medical Photography.—The Medical Group 
of the Institute of British Photographers will hold its third 
annual conference at the Royal Hotel, Woburn Place, 
London, W.C.1, from October 10 to 12. Papers will be pre- 
sented on “ The Place of Photography in Medical Research ” 
(Mr. Spencer Breslin, Glasgow), “The Johnson Colour 
Screen Process” (Mr. T. C. Dodds, Edinburgh), “ Clinical 
Aspects of Medical Photography” (Dr. R. Ollerenshaw, 
Manchester), “ The Photography of Surgical Instruments ” 
(Mr. E. Freeborn, London), and Dr. Peter Hansell will open 
a symposium on “The Future Tasks of Medical Photo- 
graphy.” There will also be visits to Ilford Ltd. and 
Kodak Ltd., and various social events. Inclusive tickets 
(15s.) and programmes of the conference may be had on 
application to the Medical Group Secretary, I.B.P., 49, 
Gordon Square, London, W.C.1. 


Nurses and Midwives.—The 37th Annual Professional 
Nurses and Midwives Conference will be held at Seymour 
Hall, London, W.1, on October 13-17 under the presidency 
of Lord Webb-Johnson. H.R.H. the Duchess of Gloucester 
will perform the opening ceremony on October 13, and the 
second Blackham Memorial Lecture will be given that day 
by Dame Hilda Lloyd. 


London Marriage Guidance Council.—The Council has 
arranged a course of lectures for postgraduate students. 
The dates and subjects are as follows: October 29, The 
Medical Aspects of Marriage Preparation, by Dr. Philip M. 
Bloom ; November 5, Homosexuality, by Dr. Clifford Allen ; 
November 12, Sex Disorders in Marriage, by Dr. Philip M. 
Bloom ; November 19, Frigidity in Married Women, by 
Dr. Ethel Dukes; November 26, The Psychological and 
Medical Aspects of A.I.D., by Dr. Mary Barton and Dr. 
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Ethel Dukes. The lectures will be held at 78, Duke Street, 
London, W.1, at 6.30 p.m. Those wishing to attend should 
write to the secretary at this address, before October 22, 
enclosing the fee of one guinea for the course. 


Abortion Law Reform Association.—The annual meeting 
of the Abortion Law Reform Association will be held on 
October 15, at 6.30 p.m., in the Conway Hall, Red Lion 
Square, London, W.C.1. There will be a discussion on the 
prospects of introducing in Parliament a Private Member's 
Bill. The meeting is open to the public. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures 
marked n Application should be made first to the institution 


con 
Monday, October 6 


LONDON UNIVERSITY.—At Pens 8 pe Lecture Theatre, University 
Come, ho ed Street, w * Properties of Adren- 
-~ aly. locking Drugs.” special bmn lecture in ‘pharma- 

ay by Professor E. R. Loew (Boston). 

@RoyaL LLEGE OF SURGEONS OF ENGLAND: FACULTY OF 

ANAESTHETISTS, Lincoln’s Inn Fields, London, W.C.—9.45 a.m. 

and 11.15 a.m., “ men and Therapeutic ar? of 


Local Analgesics,” by Dr. F. Woolmer; 2.30 .. “* Renal 
and Hepatic Function in tJ to Anaesthesia,” art Dr. H. 
Churchill-Davidson; 4 p.m., “ Fluid Balance,” by Dr. H. L. 


Marriott. 

@Royat COLLEGE OF SURGEONS OF ENGLAND, Lincoln’s Inn Fields, 
London, W.C.—5.15 p.m., “ Lumbar Backache,’ by Mr. 
Charles Gray; 6.30 p.m., * Major Dislocations,”” by Mr. H. 


Osmond-Clarke. 
Tuesday, October 7 


BritisH PostGRADUATE MEDICAL aon gy i“ Goto Hall 
Senate House, University of London p.m., “‘ The 
— of Language on Medicine,” by F Srolessor J 3. Bn Young, 

CHADWICK Trust.—At 26, Portland Place, London, W., 5.30 p.m., 
“** Food as a Health Factor,’’ by Dr. Magee. 

@INSTITUTE OF DERMATOLOGY, Lisle Street, Leicester Square, 
London, W.C.—5.30 p.m., "ee Comparative Anatomy of the 
Skin,” by Professor W. J. Hamilton. 

@Rovar EGE OF SURGEONS OF ENGLAND: FACULTY OF 
ANAESTHETISTS, Lincoln’s Inn Fields, London, W.C.—9.45 a.m., 
“* Blood and. other Infusion Fluids,” by Dr. H. F. Brewer ; 
11.15 a.m., “ om: Drugs,” by Dr. A. H. Galley ; 2.30 p.m., 
“ The eq pplication of the Analeptic Drugs,” by 
Dr. C. A. Keele; 4 p.m., “ Premedication,” by Dr. C. F. Scurr. 

@Royat CoLece or pasaep OF ENGLAND, Lincoln’s Inn Fields, 

W.C.—5.15 p “ Innocent. Tumours of the Breast,” 
Mr. Hedi fix=t 6.30 p.m., “ Right-lliac Fossa 
umours,” by Mr. A. J. Gardham. 


Wednesday, October 8 


Giascow UNIVERSITY: DEPARTMENT OF OPHTHALMOLOGY.— 
8 p.m., “ Twilight Myopia,” by Dr. F. W. Campbell. 
@INstTITUTE OF DERMATOLOGY, Lisle ‘Street, Leicester S “ss 


London, W.C.—5.30 p.m., “ x -ray Technique,” by Dr. 
* McKenny. 
Cpe. EGE OF SURGEONS OF ENGLAND: FACULTY OF 


ANABSTHETISTS, Lincoln’s Inn Fields, London, W.C.—9.45 a.m., 
** Special Problems of Pre- and Post-operative Care,” by Dr. 


W. D. Wylie; 11.15 a.m. and 2.30 p.m., “ Anaesthesia in Rela- 
tion to ndocrine Activity,” by Dr. W. D. by ag 7 4 p.m., 
“* Obstetric Anaesthesia and Analgesia,” by Dr. A. Hutton. 


Roya COLLEGE OF SURGEONS OF ENGLAND, Lincoln’ s a Fields, 
London, W.C.—5 p.m., “ Hydronephrosis,”’ urology lecture by 
Mr. J. C. Anderson. 

@Royat COLLEGE OF SURGEONS OF ENGLAND, Lincoln’s Inn Fields, 
London, W.C.—6.15 p.m., “‘ Sphincter-saving Resections in the 
Treatment of Carcinoma of the-Rectum,” by Mr. J 4 


Thursday, October 9 


ALFRED ADLER MeEpicaL Society.—At JL. Chandos Street, 
Cavendish Square, London, W., 8 p.m., “ Aims and Origins in 
Medicine,” by Dr. L. R. Twentyman 

BritisH PosTGRADUATE MEDICAL a .—At London School 
of — and Tropical Medicine, Keppel Street, W.C., 
5.30 “The Statistical Approach,’’ by Professor A. 
Bradford Hill, DSc. Ph.D. 

FACULTY OF HoMoEopaTHy, Royal London Homoeopathic 
Hospital, Great Ormond Street, dine 2 Pm * Elementary 
Work on Some Electro-physical Phenomena, by Dr. W. Ritchie 


M % 

@INSTITUTE OF Repgeeene, Lisle Street, Leicester Square, 
London, W.C.—5.3 Wiss "ee m ycology—Superficial Mycotic 
Infections,” by Dr. R 

Lonpon Hospirat MEDICAL ion Turner Street, E.—At 
Bearsted Theatre, 4.15 p.m., “ Twenty-five Years’ Progress in 
Virus tg Schorstein Memorial Lecture by Professor 
S. P. Bedson, F.R.S. 


Shannoa. 
M.B., Ch.B., 


@Royat COLLEGE OF OBSTETRICIANS AND GYNAECOLOGISTS, 58, 
Queen Anne Street, London, W., 5 p.m., “ Trends and Needs 
in Fertility Research,” Biennial’ Anglo-American Lecture by 
Dr. Earl T. Ingle (Columbia University, New York). 

@RoyaL COLLEGE OF SURGEONS OF ENGLAND: FACULTY OF 
ANAESTHETISTS, Lincoln’s Inn Fields, London, W.C.—9.45 a.m. 
and 11.15 a.m., “ a4 4 Problems Related to Anaesthesia for 
Thoracic Surgery,” - oi Machray; 2.30 p.m. and 4 p.m., 

‘ Intravenous Anaesthesia,’ by Dr. A. H. Galley. 

RoyaL COLLEGE OF SURGEONS OF ENGLAND, Sieaiets Inn Fields, 
London, W:.C.—5 p.m., “The Management of the Severely 
Burned Patient,” special lecture by Professor E. I. Evans 
(Virginia, U.S.A.). 

@Royav COLLEGE OF SURGEONS OF ENGLAND, Lincoln’s Inn Fields, 
London, W.C.—6.15 p.m., “‘ Secondary Deposits in Mammary 
Carcinoma,” by Mr. R. S. Handley. 

St. Georce’s Hospitat Mepicat ScHoo., Hyde Park Corner, 
London, S.W.—S5 p.m., lecture-demonstration in neurology by 
Dr. D. Williams. 


Friday, October 10 


@INsTITUTE OF CHILD HEALTH, Hospital for Sick Children, Great 
Ormond Street, London, W.C. ., 5 p.m., “ Recent Knowledge of 
Affections of the Skeleton in Children,” Alex Simpson Smith 
Lecture for 1952 by Sir Thomas Fairbank. 

@INsTITUTE OF DERMATOLOGY, Lisle Street, 
London, W.C.—5.30 p.m., “ Pyococcal Infections,” 
demonstration by Dr. B. Russell. 

@RoyaL COLLEGE OF SuRGEONS OF ENGLAND: FACULTY OF 
ANAESTHETISTS, Lincoln’s Inn Fields, London, W.C.—9.45 a.m., 
“ Dental Anaesthesia,’ by Dr. W. S. McConnell; 11.15 a.m. 
and 2.30 p.m., “ Anaesthesia for Children,’”’ by Dr. G. Jackson 
Rees; 4 p.m., “ Problems of Neurosurgical Anaesthesia,” by 
Dr. A. J. H. Hewer. ; . 

@Royat COLLEGE OF SURGEONS OF ENGLAND, Lincoln’s Inn Fields, 
London, W.C.—S5.15 p.m., “ Surgery of Valvular Stenosis,” by 
Mr. R. C. Brock; 6.30 p.m., “ Surgery of Tuberculosis,” by 


Mr. G. Qvist. 


Leicester Square, 
clinical 


Saturday, October 11 
SOUTH-EAST METROPOLITAN REGIONAL TUBERCULOSIS SOCIETY.— 
At Preston Hall, néar Maidstone, 10.30 a.m. for 11 a.m.; ‘ Some 
Aspects of Joint Tuberculosis,” by Mr. A. T. Fripp. 





APPOINTMENTS 


East ANGLIAN REGIONAL Hospitat BoarD.—Part-time Consultant Obstetri- 
cian and Gynaecologist, Saffron Walden General Hospital, J. S. Hesketh, 
M.B., B.C€hir., M.R.C.O.G. Assistant Physician, St. Helen’s Hospital for 
Infectious Diseases and Tuberculosis, Ipswich, D. F. van Zwanenberg, 
B.M., B.Ch., D.P.H., D.C.H. Senior Registrar in Chest Medicine at 
Cambridge Chest Clinic, I. T. Twistington Higgins, M.D., M.R.C.P. Medical 
Registrar at Papworth Hospital, L. Dawson, M.B., Ch. B. 

MANCHESTER REGIONAL HospiTaL BoarD. —Deputy Medical Superintendent 
and Assistant Psychiatrist, Springfield Hospital, D. L. Moody, 
L.R.C.P.&S.Ed., D.P.M. Assistant Psychiatrist, Prestwich Hospital, 
Manchester, M. Krzanowski, M.D.. Assistant Anaesthetist, Ashton, Hyde, 
and Glossop Hospitals, R. M. Penhearow, M.B., B.S. 

SOUTH-WESTERN REGIONAL HospITaL BoarD.--Registrar in Diseases 
of the Chest, Winsley Chest Hospétal, Phyllis Poyner-Wall, M.B., 
B.S., D.C.H. Senior Registrar in Obstetrics and Gynaecology, Bristol 
Clinical Area, W. G. MacGregor, M.B., B.S., F.R.C.S.,, M.R.C.0.G. 
1 ye Registrar, Bristol Clinical Area, Aileen K. Adams, M.B., 

\ A. 

Strauss, E. B., D.M., F.R.C.P., Part-time Psychiatrist (Consultant), 
North Middlesex Hospital and Annexes, North-east Metropolitan Regional 
Hospital Board. 





BIRTHS, MARRIAGES, AND DEATHS 


DEATHS 


Beattie.—On September 16, 1952, at ‘* Clairmonte,” Tylers Green, Penn, 
Bucks, Charies John Beattie, M.B., B.Ch., aged 90. 

Grahain-Scott.—On September 18, 1952, at Eastbourne, Thomas Graham 
Graham-Scott, M.R.C.S., L.R.C.P. 

Hodgson.—On September 18, 1952, Stanley Hodgson, M.D., J.P., Freeman 
. City of London, of “* The Cliff,” 353, Lower Broughton Road, 

ord. 

Huey.—On September 25, 
John James Huey, L.M.S.S.A., 
Yorks. 

Jones.—On September 22, 1952, at 103, Poulter’s Lane, Worthing, Sussex, 
William Henry Jones, M.B., B.S., formerly of South Hackney. 

McCombie.—On September 21, 1952, at Northcote House, East Kirkby, 
Notts, William McCombie, M.cC., M.B., Ch.B. 

McCutcheon.—On September 15, 1952, in hospital, William Thomas 
McCutcheon, M.B., B.Ch., of Brean Down, High Street, Morley, Leeds. 

Macfadyen.—On September 19, 1952, = Royal Northern Infirmary, Inver- 
ness, Duncan Macfadyen, M.C., M.B., Ch.B. 

Row.—On Sepiember 13 1952, at Stanton Lodge, Fleet, Hants, Charles 
Martin Row. M.B.E., Croix de Guerre, M.R.C.S., L.R.C.P., Lieutenant- 
Colonel, R.A.M.C., retired. 

—On September 18, 1952, at Aix-les-Bains, Mrs. Edith Shannon, 

of 3, Chesil Court, Chelsea, London, S.W 

Wardrop.—On August 30, 1952, at Leamington Spa, John Glen Wardrop, 


M.D., aged 63. 
1952, at Mombasa, Marmaduke Cordeux 
AMC., retired, 


Ww —On September 23, 
Wetherell, M.D., Colonel, R. 
September 18, 1952, at Belfast, Peter Paul Wright, M.D., 
F.R.C.S.Ed., D.P.H. 


Wright.—On 


1952, at 89, Holland Park, London, W., 
late medical practitioner of Mexborough, 
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Correspondents should give their names and addresses (not 
for publication) and include all relevant details in their 
questions, which should be typed. We publish here a selec- 
tion of those questions and answers which seem to be of 
general interest. 


Antibiotics and Hormones in Rheumatic Fever 


Q.—What place have antibiotics and hormones in the 
control of rheumatic fever? 


A.—Antibiotics are of value in two different directions: 
(1) in the prevention of streptococcal infection ; (2) in the 
eradication of a streptococcal infection. 

Sulphonamides and penicillin prophylaxis have been used 
for many years to prevent the initial streptococcal infection 
in groups of susceptible people (that is, people who have 
already had one attack of rheumatic fever or a closed 
population subject to epidemics of sore throat). If this 
is effective, no rheumatic fever will occur. | 

The eradication of infection once rheumatic fever has 
been established has no effect upon the disease. If, how- 
ever, Group A haemolytic streptococcal infection is treated 
early and vigorously with penicillin, it has been claimed 
that subsequent attacks of rheumatic fever (even in patients 
susceptible to these, as defined above) can be prevented in 
a majority of cases. It is certainly established that the usual 
rise in antistreptolysin O titre can be abolished by this 
means. 

A.C.T.H. and cortisone seem to act in a non-specific way 
in rheumatic fever by damping down or suppressing the local 
inflammatory process. Their action, therefore, is somewhat 
similar to that of salicylates, and the indications for their 
use are much the same. Adequate assessment of the effect 
of hormones, however, depends upon a long-term study, and 
this is currently being carried out at centres in the United 
States and in this country. It is hoped when these cases 
have been analysed that it will be found whether there is 
any real advantage in treatment by hormones over salicy- 
lates. The immediate effects do not appear to be very 
different in patients treated with hormones from those in 
patients treated with salicylates, but it is the long-term effects 
on the heart which constitute the real menace of this disease, 
and information on this aspect will have to await prolonged 
follow-up studies. 


Adoption Problems 


Q.—(1) If an unrelated boy and girl are adopted in infancy 
by the same people, is there any likelihood that their affec- 
tion for each other will be warmer than that of brother and 
sister? Is there any legal bar to their marriage? (2) Are 
the chances of adoption proving successful materially less 
as the age of the child at adoption increases? If so, what 
is regarded as a reasonable upper age limit for sucogpsful 
adoption? (3) Are there any differences between the sexes 
in ease of adoption? If so, please detail in what direction 
the differences lie. 


A.—(1) No. Brought up from infancy together as brother 
and. sister the children would have the normal tendency to 
regard each other in that light, and be insured against, for 
instance, a sexual attachment as much as are blood brothers 
and sisters. There is, however, no legal bar to their marriage. 

(2) Yes. The earlier a child is adopted into a family the 
more he will tend to become an integral part of it. The 
psychological influence of caring for a dependent infant also 
has a similar effect on the adoptive parents. On the other 
hand, no one could say that children adopted over the age 
of 10 would have little chance of ever feeling full members 
of the family into which they are adopted. 

(3) There is a difference, but a slight one. Girls tend to 
be a little less independent than boys, and to form slightly 
stroriger ties of affection, but there is much more variation 
between individuals than between the sexes in this respect. 


Ascariasis in Pregnancy 
Q.—What treatment is best for a woman, aged 32, five 
months pregnant, and ‘suffering from-.ascariasis? Is santo- 
nin safe? Nearly every family in my district is afflicted 
with this round-worm scourge. What is the best way to 
approach the problem? 


A.—Unless the patient is so heavily infested that worms 
are causing obstructive symptoms it is usually unwise to 
treat an ascaris infection during pregnancy. 

When given in the usual doses and to otherwise healthy 
and non-pregnant individuals, santonin is safe, though it is 
not so effective as hexylresorcinol, and the latter is there- 
fore to be preferred. Hexylresorcinol is administered in 
the morning, the patient having had nothing to eat since — 
8 o’clock on the previous evening, and is followed in two 
hours by a saline purgative. The dose for an adult is 
1.0 g.. for children aged 2-5 years 0.6 g., and from 5-12 
years 0.8 g. It is usually dispensed in capsules, each con- 
taining 0.2 g.; and these must not be bitten, or the contents 
will irritate the buccal mucosa. 

Ascaris infection is acquired by swallowing ova which 
have been passed in human faeces and have matured in 
warm, damp soil. The best way to tackle the problem of 
widespread ascariasis would be by combining mass treat- 
ment, using hexylresorcinol, with hygienic methods ; of the 
latter the most important is the use of latrines, which by 
preventing contamination of surface soil will do much to 
lower the incidence of infection. 


Pseudopelade 
Q.—What are the aetiology and treatment of cicatricial» 
alopecia (pseudopelade of Brocq)? Does it usually lead to 
total baldness ? 


.-—Pseudopelade represents the end stage of a chronic 
symptomless disorder of the scalp resulting in complete 
localized baldness. In some cases there is a recognizable 
follicular inflammation preceding the final stage; in some 
cases it is the end-result of lichen planus of the scalp, lupus 
erythematosus, or folliculitis decalvans. Other cases of 
pseudopelade do not appear to be preceded by, any such 
inflammatory stage, and perhaps the term “ pseudopelade ” 
should be limited to these. 

Whatever the nature of the particular case, treatment is of 
doubtful value. The usual treatment for lichen planus or 
lupus erythematosus should be given, but, as always in these 
complaints, the outcome is doubtful. Folliculitis decalvans 
may respond to the local application of antibiotics ; some 
success has recently been obtained with creams containing 
terramycin, aureomycin, chloramphenicol, or a combination 
of these, though relapse is likely to occur when the treat- 
ment is stopped. A great variety of stimulating and anti- 
septic lotions have been recommended for the treatment of 
pseudopelade, but it is very doubtful whether they have 
any influence, especially if it is remembered that the disease 
in itself is likely to be arrested spontaneously at any time. 
The condition is usually arrested far short of total baldness. 
The affected patches are usually dead white and completely 
bald, but their total area covers only a fraction of the whole 
scalp. 


. 


Disinfecting the Band 
Q.—What is the most suitable method, free from r pt wh 
of damage to materials, for the disinfection of musical wind 
instruments? The instruments I have in mind are the bugle, 
trumpet, flute, piccolo, and parts of bagpipes. 


A.—It would be interesting to know what predicament 
has prompted this question, not only to satisfy idle curiosity 
about possible epidemics in military bands, but because the 
resistance to disinfectants of, for instance, the tubercle 
bacillus is considerably greater than that of the spirochaete 
of syphilis. 

No one method is suitable for all the instruments men- 
tioned. Those made of silver or brass present the simplest 
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problem, since these metals are self-sterilizing in the presence 
of moisture unless the surface is grossly soiled, as the 
interior of such an-instrument may well be by accumulated 
secretions. The instrument should therefore be thoroughly 
cleansed with water: for additional safety in immediate use 
it may be washed through with a phenolic disinfectant such 
as 2% lysol, care being taken to remove all traces of this 
with water before further use. Hypochlorite disinfectants 
cannot be used for brass instruments, since they react with 
this metal. A flute could best be disinfected by exposure 
to formaldehyde vapour. Bagpipes present a special prob- 
lem, and the common assumption that whisky vapour in the 
user’s breath maintains them in a sanitary condition should 
not be relied on. The bone mouthpiece is detachable and 
could be boiled. The bag itself is made of sheepskin, and 
might suffer from chemical treatment: on the other hand, 
it can be filled with boiling water after detaching the mouth- 
piece and reeds, and is in fact usually so treated from time 
to time with a boiling sugar solution to maintain its 
condition. 


Haloed Moles 


Q.—Recently 1 have seen a young man who has multiple 
pigmented moles on dis trunk which are surrounded by a 
disk of normally coloured skin. The interesting point is 
that the disk is clearly demarcated at the margin by the 
brown of sun tan which covers the rest of his body. There 
is no change in skin texture or hair follicles at the margin, 
and in some places there is a disk with only a faint brown 
speck at its centre. In other places a large naevus gives 
rise to a very thin band of pink skin surrounding it. The 
man stated that these rings appear each year, only becom- 
ing obvious when he has a sun tan. Why should a localized 
naevus so influence the surrounding cells that they are un- 
able to make the usual pigment response to light ? 


A.—The development of a halo of non-pigmented skin 
round a pigmented naevus is not uncommon, and when 
present is usually persistent. The absence of pigmentation 
is accentuated when exposure to the sun increases the pig- 
mentation elsewhere. The cause is unknown, but the whole 
is part of a pigmentary dysfunction. Various theories have 
been put forward ; see the 1929 Lettsomian Lectures by Dr. 
H. W. Barber. 


. 


Children’s Ankles 


Q.—What are the significance and treatment of a postural 
valgus deformity of the ankles in young children? 


A.—tThe deformity is usually at the tarsal joints rather 
than at the ankle itself. In young children just beginning 
to walk some degree of valgus is very common, but it is 
often corrected spontaneously as the child grows. Persistent 
valgus in slightly older children varies in degree from a 
mild type which is of little significance to the severe 
deformity that is associated with structural flat foot, pre- 
disposing in adult life to the development of osteoarthritis 
of the tarsal joints. 

In children between 1 and 2 years no treatment is 
advised. Between the ages of 2 and 10 the usual practice 
is to prescribe an adjustment to the shoes in the form of 
a rise of between 7 in. and 4 in. (5 or 6 mm.) at the medial 
side of the heel. This is effected by inserting an appropri- 
ate wedge of leather, base medially, between the layers of 
the heel. In children over 4 this may be supplemented by 
special exercises supervised by a physiotherapist and 
designed to strengthen the muscles of the foot. The 
efficacy of these measures is unfortunately open to doubt. 
There are surgeons who believe that the foot might as 
well be left alone. Certainly if a foot is destined to become 
markedly valgus it is doubtful whether any simple treatment 
will prevent it. Secondary osteoarthritic changes developing 
in later life may cause sufficient disability to justify opera- 
tive treatment. 


Chloramphenicol and the Widal Reaction 


Q.—What effect has chloramphenicol therapy on the 
Widal reaction? Please include references to any experi- 
mental work on this subject. 


A.—There are few reports in the literature on the effect of 
chloramphenicol on the Widal reaction. Good and Mac- 
kenzie (1950) and Medina ef al. (1950) mention results of 
titrations, but details are not given. -Marmion (1951), sum- 
marizing all available foreign literature, states that most 
workers have found that chloramphenicol interferes little 
if at all with the production of agglutinins. 

Many sera from bacteriologically proved cases of enteric 
fever treated with chloramphenicol have been titrated at 
the Army Central Medical Laboratory, M.E.L.F. Patients 
had all been inoculated with T.A.B. vaccine, and hence 
only O titrations were performed. Although a rise in serum 
titre was not found in every case, the results indicated that 
chloramphenicol does not interfere markedly with agglutinin 
production. Wilson (1945) and Mole (1948) investigated the 
agglutinin titre in the serum of inoculated persons with 
enteric fever who had not been treated with chlorampheni- 
col. Their results were very variable ; steadily rising titres 
were not the rule. Agglutinins are probably an incomplete 
index of the state of immunity, and the high incidence of 
relapses in cases treated with chloramphenicol suggests that 
the drug interferes in some way with the immune response, 
possibly by curtailing the antigenic stimulus. 
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NOTES AND COMMENTS 


The Electrified State——Dr. A. C. Porteous (Wootton Bridge, 
1.0.W.) writes: With reference to your consultant’s answer to 
this question (‘* Any Questions ? ’’ September 20, p. 678), while 
not denying the possibility of static electricity as a cause of the 
phenomenon observed, on the occasions on which I have observed 
similar sensations I have always found, on examining a patient, 
the cause to be the same: in two or more instances a live flex 
to a bedside lamp, wound round the metal bedpost, produced the 
vibration. A few days ago I shocked a patient with the observa- 
tion that her bed was electrified, and sure enough she was found 
to be lying on an electric blanket. On switching off the current 
in these cases the effects disappeared. It would be interesting to 
learn whether your correspondent has eliminated the domestic 
electricity supply as a cause in his patient with Parkinsonism. 


Throat Pack for Facio-maxillary Surgery.—Dr. J. W. HALLAM 
and Dr. I. Lewis (Liverpool) write: While agreeing with your 
expert’s views (“‘ Any Questions ?’’ September 20, p. 677) in 
answering this question, we are of the opinion that however care- 
fully the pack is manipulated the main cause of soreness is 
brought about while the pack and tube are in position; the activi- 
ties of the operator causing movement of the head (and pack and 
(Op traumatizing the posterior pharyngeal wail. This can be 
overcome by the anaesthetist limiting the head movement, a prac- 
tice which will also be appreciated by the surgeon or dental 
surgeon. 


Correction.—We very much regret that in some copies of last 
week’s Journal Dr. T. D. S. Holliday’s name was misspelt at the 
head of the article “* Bilateral Giant Renal Calculi ’’ (p. 702). 
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